
WO 20101109148PCT/FR2010/050549 1 THERAPEUTIC USES OF QUINAZOLINEDIONE
DERIVATIVES        A subject-matter of the invention is the use of
quinazolinedione derivatives as medicaments or for manufacturing a
medicament intended for the treatment and/or prevention of disorders
related to the central nervous system (abbreviated CNS) and/or 5 related to
the peripheral nervous system (abbreviated PNS). The invention relates more
particularly to the use of quinazolinedione derivatives as medicaments or
for manufacturing a medicament intended for the treatment and/or prevention
of psychiatric disorder(s) and/or intended for the treatment and/or
prevention of neurological disorder(s). 10The central nervous system or CNS
comprises the brain, the spinal cord and the cranial nerves.        The
peripheral nervous system or PNS is the part of the nervous system formed
of ganglions and nerves which brings about the movement of information
between the organs and the central nervous system or CNS and which carries
out the motor 15 commands of the latter. It comprises the somatic nervous
system and the autonomic nervous system.          The invention relates to
quinazolinedione derivatives which are inhibitors of phosphodiesterase 7
(PDE7). Some of these derivatives also inhibit phosphodiesterase 8 20
(PDE8).        Phosphodiesterases (PDEs) are intracellular enzymes
responsible for the hydrolysis of cAMP (cyclic adenosine
3',5'-monophosphate) and cGMP (cyclic guanosine 3',5'-monophosphate)
secondary messengers to give inactive 5'-monophosphate nucleotides. cAMP
and cGMP play an essential role in cell signalling pathways and are 25
involved in numerous physiological processes.        The inhibition of
phosphodiesterases is reflected by an increase in intracellular
concentrations of cAMP and cGMP, resulting in the specific activation of
phosphorylation pathways involved in varied functional responses. The
increase in the intracellular concentrations of cAMP or of cGMP using
selective inhibitors of phosphodiesterases 30 appears to be a promising
approach in the treatment of various diseases (Bender and Beavo, Pharmacol.
Rev., (2006) 58, 488-520). The inhibitors of phosphodiesterases are thus of
interest as therapeutic agents and as pharmacological tools. To date,
eleven families of phosphodiesterases have been identified. They are
distinguished by their primary structure, their substrate specificity and
their sensitivity with 35 regard to various effectors and inhibitors
specific for PDEs. Each family is composed of one or more genes which are
expressed in various tissues in the form of splicing variants (Bender and
Beavo, Pharmacol. Rev., (2006) 58, 488-520; Lugnier, Pharmacol.  WO
20101109148PCT/FR2010/050549 2 Therapeut., (2006) 109, 366-398).
PDE4, PDE7 and PDE8 specifically hydrolyse cAMP and PDE5, PDE6 and PDE9
specifically hydrolyse cGMP.          The family PDE7 is represented by the
isoforms PDE7A and PDE7B originating 5 from two distinct genes.
Human PDE7A (Michaeli et al., J. Biol. Chem., (1993) 268, 12925-12932; Han
et al., J. Biol. Chem., (1997) 272, 16152-16157; Wang et al., Biochem.
Biophys. Res. Commun., (2000) 276, 1271-1277) and human PDE7B (Sasaki et
al., Biochem. Biophys. Res. Commun., (2000), 271, 575-583; Gardner et al.,
Biochem. Biophys. Res. Commun., 10 (2000) 272, 186-192) selectively
hydrolyse cAMP with Michaelis constants (Km) of 0.1 to 0.2 pM and 0.13 to
0.2 pM respectively. The catalytic part of PDE7B exhibits approximately 67%
homology with that of PDE7A.       Three splicing variants are known for
PDE7A. PDE7A1 and PDE7A3 are expressed mainly in the cells of the immune
system and of the lungs, while PDE7A2 is 



15 above all expressed in the muscles of the skeleton, the heart and the
kidneys. For PDE7B, three variants have also recently been identified
(Giembycz and Smith, Drugs Future, (2006) 31, 207-229).       The tissue
distribution profiles for PDE7A and PDE7B are very different, suggesting
that these two isoforms have distinct functions from the physiological 20
viewpoint. While PDE7A is copiously expressed in haematopoietic cells, the
lungs, the placenta, Leydig cells, the spleen, the collecting tubes of the
kidneys, and the adrenal glands, strong expression of PDE7B is detected in
the pancreas, the heart, the thyroid and the muscles of the skeleton
(Giembycz and Smith, Drugs Future, (2006) 31, 207- 229). However,
coexpression of the messenger RNAs (mRNAs) of PDE7A and PDE7B is 25
observed in some tissues. This is the case in the osteoblasts (Ahlstrom et
al., Cell Mol. Biol. Lett., (2005) 10, 305-319) and in some regions of the
brain: several areas of the cortex, the dentate gyrus, the majority of the
components of the olfactory system, the striatum, numerous nuclei of the
thalamus and the pyrimidal cells of the hippocampus (Miro et al., Synapse,
(2001) 40, 201-214; Reyes-lrisarri et al., Neuroscience, (2005) 132, 30
1173-1185). In contrast, in some areas of the brain, only one of the two
isoforms is expressed. Thus, only the mRNAs of PDE7A are present in many
nuclei of the brain stem. Likewise, the mRNAs of PDE7B are present at high
concentrations in the nucleus accombens and the dorsal motor nucleus of the
vagus nerve, while the mRNAs of PDE7A are not detected there (Miro et al.,
Synapse, (2001) 40, 201-214; Reyes-lrisarri et 35 al., Neuroscience, (2005)
132, 1173-1185).        The document W02008/119057 describes a method for
the treatment of movement anomalies associated with a neurological movement
disorder pathology, such  WO 20101109148PCT/FR2010/050549 3 as Parkinson's
disease, the treatment method comprising the administration to a patient of
an amount of an agent which is an inhibitor of PDE7 which is effective in
inhibiting the enzymatic activity of PDE7. 5A subject-matter of the present
invention is in particular therapeutic applications of quinazolinedione
derivatives, which may prove to be powerful inhibitors of PDE7, or of PDE7
and of PDE8, according to the derivatives.            The invention relates
to the use of a compound corresponding to the following 10 general formula
(I):  (I) in which A represents an aryl group or a heteroaryl group; 15 -
R1 represents:  a hydrogen atom,           -C(0)R in which R is a hydrogen
atom, a (C1-C6) alkoxy group, an aryl group, a (C3-C6) cycloalkyl group or
a (C1-C6) alkyl group, the said alkyl optionally being 20 substituted by: .
one or more hydroxyl group(s), . a benzyloxy group, . a (C1-C6) alkoxy
group, optionally substituted by an aryl, or  a (C3-C6) cycloalkyl group,
25an optionally substituted (C1-C6) alkyl group; R2 represents: 



a hydrogen atom,  a halogen atom,  WO 2010/109148PCT/FR2010/050549 4  a
cyano group,  a nitro group,         a (C1-C6) alkyl group optionally
substituted by an -NH2 or else by an -NHC(0)Rb group, with Rb as defined
below, 5 an -0Ra group in which Ra represents:  a hydrogen atom,         a
(C1-C6) alkyl group optionally substituted by one or more halogen atom(s),
by one or more hydroxyl group(s), by an aryl group and/or by one or more
cyano group(s), 10. a (C2-C6) alkynyl group,  an aryl group; R3 represents:
a hydrogen atom, 15 a halogen atom,  a hydroxyl group,  a cyano group,  an
-SCF3 group,  a nitro group, 20 an oxo group,  an -S(0)0_2-alkyl group, an
-S(0)0.2-heterocycloalkyl group, an -0-S02-aryl group optionally
substituted by one or more halogen atom(s);  an -alkylaminoalkyl or
-cycloalkylaminoalkyl group, each optionally substituted on the end alkyl,
25 an optionally substituted sulphonamide group,  an aryl group or a
heteroaryl group, the said group being monocyclic or polycyclic and in
addition optionally being substituted by a (C1-C6) alkyl group, by one or
more halogen atom(s) or by a (C1-C6) alkoxy group,            a
heterocycloalkyl group optionally substituted by a (C1-C6) alkyl group, 30a
(C1-C6) alkyl group optionally substituted by:  one or more halogen
atom(s), 



an aryl group which can be substituted by one or more halogen atom(s) or by
one or more hydroxyl group(s), - a heteroaryl group, 35- one or more
hydroxyl group(s) which can be substituted by an aryl group itself
optionally substituted by one or more halogen atom(s), or - a
heterocycloalkyl group optionally substituted by a CO(0)Ra group or by  WO
20101109148PCT1FR20101050549 5 a (C1-C6) alkyl group, Ra being as defined
above,  a -C(0)NRbRc group, with Rb and Re being as defined below,  a
-C(0)0Rc group or an -0-C(0)0Rc group, with Rc being as defined below,  a
(C1-C6) alkoxy group, optionally substituted by 5- an aminoalkyl group,  an
aminocycloalkyl group,  a cycloalkyl group, - a heterocycloalkyl group, - a
monocyclic or polycyclic heteroaryl group, 10- one or more hydroxyl
group(s), - one or more halogen atom(s), - a (C1-C6) alkoxy group,  a
-C(0)0Rc group, with Re being as defined below,                   a
-C(0)NRbRc group, with Rb and Re being as defined below, 15- an oxo group,
and/or         an aryl group, itself optionally substituted by one or more
halogen atom(s), a cyano group, a (C1-C6) alkoxy group, an -0-haloalkyl
group and/or a haloalkyl group,  an -0-cycloalkyl group, an -0-aryl group
or an -0-heterocycloalkyl group, each 20 optionally substituted by        -
an aryl group, itself optionally substituted by one or more halogen atom(s)
or by a (C1-C6) alkyl group, - an oxo group, 



one or more halogen atom(s), and/or 25- a (C1-C6) alkyl group, which can
itself be substituted by an aryl group and/or an oxo group,         an
-NH-CO-NH-aryl group, an -NH-CO-NH-heteroaryl group or an -NH-CONH-(C1-C6)
alkyl group, each optionally being substituted by one or more halogen
atom(s), by a cyano group, by a nitro group, by one or more hydroxyl
group(s) or by a 30 (C1-C6) alkoxy group,         an -N-(C1-C6) alkyl
group, it being possible for the (C1-C6) alkyl group to be substituted by
one or more oxo group(s), and/or                  - one or more aryl
group(s) optionally substituted by one or more halogen 35atom(s) and/or by
an SO2 group,         an -NH-CO-aryl group or an -NH-CO-heteroaryl group,
each optionally being substituted by one or more halogen atom(s);  WO
2010/109148PCT/FR2010/050549 6 or else R3 forms, with A, a polycyclic
heteroaryl group optionally substituted by a (C1-C6) alkoxy group or a
(C1-C6) alkyl group optionally substituted by an aryl group which can
itself be substituted by one or more halogen atom(s); 5 ?? R4 represents a
hydrogen atom, an oxo group or a (C1-C6) alkyl group; Rb represents:  a
hydrogen atom, 10 a (C1-C6) alkyl group optionally substituted by one or
more halogen atom(s), by one or more hydroxyl, cyano, amino,
heterocycloalkyl or (C1-C6) alkoxy group(s) or by an aryl group optionally
substituted by one or more halogen atom(s),  a (C3-C6) cycloalkyl group,  a
(C2-C6) alkynyl group, 15 a (C1-C6) alkoxy group,  an aryl group optionally
substituted by one or more halogen atom(s);        - Rc represents a
hydrogen atom or a (C1-C6) alkyl group optionally substituted by one or
more halogen atom(s); 20 or then Rb and Rc form, together with the nitrogen
atom to which they are attached, a polycyclic heteroaryl group or a
heterocycloalkyl group;           - m and n represent, independently of one
another, the value 0, 1 or 2, it being 25 understood that m-l-n3;        -
p and p' represent, independently of one another, the value 1, 2 or 3, it
being understood that, when p is greater than or equal to 2, then the R2
groups are on separate carbon atoms and can be different from one another
and, when p' is greater than or 



30 equal to 2, then the R3 groups are on separate carbon atoms and can be
different from one another;        - q represents the value 0 or 2, it
being understood that, when q = 0, then the nitrogenous heterocyclic group
attached to the nitrogen situated in the 1 position of the 35
2,4-dioxo-1,2,3,4-tetrahydroquinazoline ring system is no longer bridged
and is of the type:  WO 2010/109148PCT/FR2010/050549 7  with RI, R4, m and
n as defined above, - r represents the value 0 or 1,  as medicament or in
the preparation of a medicament intended for the treatment and/or 5
prevention of disorders related to the central nervous system and/or
related to the peripheral nervous system.        According to one
embodiment, the said disorders are chosen from psychiatric disorders and
neurological disorders. 10The compounds of general formula (I) can comprise
one or more asymmetric carbons. They can thus exist in the form of
enantiomers or of diastereoisomers. These enantiomers or diastereoisomers,
and their mixtures, including racemic mixtures, come within the invention.
Due to their structure, the compounds of general formula (I) can also exist
in the 15 form of isomers of rotamer or atropisomer type.        The
compounds of formula (I) can also exist in the form of bases or addition
salts with acids. Such addition salts come within the invention.
These salts are advantageously prepared with pharmaceutically acceptable
acids but the salts of other acids, for example of use in the purification
or separation of the 20 compounds of general formula (I) also come within
the invention.        The compounds of general formula (I) can also occur
in the crystalline, amorphous or oily form, these forms coming within the
invention.        The compounds of general formula (I) can in addition
occur in the form of hydrates or of solvates, namely in the form of
combinations or of associations with one or 25 more molecules of water or
with a solvent. Such hydrates and solvates also come within the invention.
According to the present invention, the N-oxides of the compounds
comprising an amine also come within the invention.  WO
2010/109148PCT/FR2010/050549 8 fluorine, atoms have been replaced by their
radioactive isotopes, for example tritium, in order to replace hydrogen, or
carbon-14, in order to replace carbon-12. Such labelled compounds are of
use in research, metabolism or pharmacokinetic studies or in biological and
pharmacological assays as tools. 5 In the context of the invention, the
following definitions apply:     - in (C1.C6), the numerical indices
determine the possible number of carbon atoms present in a chain or a ring.
Thus, by way of example, C1_C6 represents a carbon chain which can have
from 1 to 6 carbon atoms. Likewise, by way of example, (C1-05) 10
represents a carbon chain which can have from 1 to 5 carbon atoms or also
(C3-C6) can represent a saturated carbon ring which can have from 3 to 6
carbon atoms;      alkoxy: an -0-alkyl group comprising a saturated, linear
or branched, aliphatic chain; 



alkynyl: a mono- or polyunsaturated, linear or branched, aliphatic group
comprising, 15 for example, one or two acetylenic unsaturations. For
example, a (C2-C6) alkynyl group can represent an ethynyl, propynyl, and
the like;      alkyl: a saturated, linear or branched, aliphatic group; for
example, a (C1-C6) alkyl group represents a linear or branched carbon chain
of 1 to 6 carbon atoms, in particular a methyl, ethyl, propyl, isopropyl,
butyl, isobutyl, sec-butyl, tert-butyl or pentyl; 20- aminoalkyl: an
-NH(C1-C6) alkyl or also -N((Ci-C6) alkY02 group:     - aryl: an optionally
substituted monocyclic aromatic system comprising from 5 to 14 members per
ring, preferably from 5 to 10 members per ring. Mention may be made, as
examples of monocyclic aryl groups, of phenyl or naphthyl; the aryl group
can be substituted by a group which can be one or more halogen atom(s), a
hydroxyl group, a 25 cyano group, a trifluoromethylthio group, a nitro
group, an alkyl group, an alkoxy group, an alkylthio group, a
methylsulphonyl group, an alkylaminoalkyl group or alkylaminocycloalkyl
group which is optionally substituted, an alkylaminoalkoxy or
cycloalkylaminoalkoxy group or a sulphonamide group, for example: -
polycyclic aryl: an optionally substituted polycyclic aromatic system
comprising from 30 5 to 14 members per ring, preferably from 5 to 10
members per ring, and comprising from 2 to 10 rings, at least one of the
rings of which is aromatic. Mention may be made, as examples of polycyclic
aryl groups, of aceanthrylene, anthracene, azulene, coronene, rubicene or
naphthalene; the polycyclic aryl group can be substituted by a group which
can be one or more halogen atom(s), a hydroxyl group, a cyano group, a 35
trifluoromethylthio group, a nitro group, an alkyl group, an alkoxy group,
an alkylthio group, a methylsulphonyl group, an alkylaminoalkyl or
alkylaminocycloalkyl group which is optionally substituted, an
alkylaminoalkoxy or cycloalkylaminoalkoxy group or a  WO
2010/109148PCT/FR2010/050549 9 sulphonamide group, for example;     - a
bridged ring: a bicyclic structure comprising, according to the invention,
a nitrogen atom, in which at least two carbon atoms are connected via a
single bond or a carbon chain which can comprise 2 carbon atoms. By way of
example, the 5 abovementioned ring is of the type:  10 with q = 1 or 2 and
with the other groups and indices as defined above;  cycloalkyl: a
saturated cyclic aliphatic group comprising from 3 to 8 carbon atoms.
Mention may be made, by way of example, of a cyclopropyl,
methylcyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl group; 15-
halogen: a fluorine, a chlorine, a bromine or an iodine;  haloalkyl:
(C1-C6) alkyl substituted by one to three halogen atom(s);  heteroaryl: a
monocyclic aromatic system comprising from 5 to 14 ring members, preferably
from 5 to 10 ring members, and comprising one to several heteroatoms, such
as nitrogen, oxygen or sulphur atoms. The nitrogen atoms can be in the form
of 20 N-oxides. For example, a monocyclic heterocycle can be a pyran, a
pyrazine, a pyrazole, a pyridazine, a pyridine, a pyrimidine, a pyrrole, an
isothiazole, an isoxazole, a furan, an imidazole, a morpholine, a
thiophene, a piperazine, a diazetidine, a dihydropyrrolidine, a piperidine,
an azepine, and the like; a bicyclic heterocycle can be an isoquinoline, a
pteridine, a chroman, and the like; a tricyclic heterocycle can be a
phenanthroline, a 



25 xanthene, and the like;  polycyclic heteroaryl: an optionally
substituted polycyclic aromatic system comprising from 5 to 14 members per
ring, preferably from 5 to 10 members per ring, and comprising from 2 to 10
rings, additionally comprising one to several heteroatoms, such as
nitrogen, oxygen or sulphur atoms, in at least one of the rings, and at
least one 30 of the rings of which is aromatic. Mention may be made, as
examples of polycyclic heteroaryl groups, of indole, benzofuran,
benzimidazole, benzothiophene, benzotriazole, benzothiazole, benzoxazole,
quinoline, isoquinoline, indazole, quinazoline, phthalazine,  WO
2010/109148PCT/FR2010/050549 10 quinoxaline, naphthyridine,
2,3-dihydro-1H-indole, 2,3-dihydrobenzofuran, 2,3-dihydroindene,
tetrahydroquinoline, tetrahydroisoquinoline or tetrahydroisoquinazoline;
- a heterocycloalkyl: an optionally substituted saturated ring comprising
from 3 to 8 atoms and comprising one to several heteroatoms, such as
nitrogen, oxygen or sulphur 5 atoms, in at least one of the rings, or
several heteroatoms which are identical to or different from one another.
For example, a heterocycloalkyl can be a pyrrolidine, a morpholine, a
piperazine, a diazetidine, a dihydropyrrolidine, a piperidine, a
piperadine, an azepane, an imidazolidine, a thiomorpholine, a
tetrahydropyran, a tetrahydrothiopyran, a piperazine, a diazepane, and the
like; 10- hydroxyl: an -OH group; - nitro: an -NO2 group; - oxo: a -C(0)-
group;     - sulphonamide: group corresponding to the formula SON-alkyl or
302-N-cycloalkyl, alkyl and cycloalkyl being as defined above; 15-
trifluoromethylthio is defined by the formula -S-CF3.     Furthermore, it
is understood that, in the present description, when an atom or a group is
substituted or optionally substituted by one or more defined group(s) or
atom(s), the substituents can be identical to or different from one another
and may be carried, if 20 appropriate, by the same atom or different atoms.
Mention may be made, among the compounds which are a subject-matter of the
invention, of a group of compounds of formula (I) in which A represents an
aryl group, in particular a phenyl or heteroaryl group, in particular a
pyridyl group, and all the other substituents and indices are as defined in
the general formula (I) defined above. 25     Mention may be made, among
the compounds in accordance with the invention, of a group of compounds of
formula (I) in which q = 0, m and n each represents 1, and all the other
substituents and indices are as defined in the general formula (I) defined
above. 30Mention may be made, among the compounds in accordance with the
invention, of a group of compounds of formula (I) in which R2 represents a
(C1-C6) alkyl group, in particular a methyl, substituted by an -NHC(0)Rb
group in which Rb and the other substituents and indices are as defined for
the compound of general formula (I) defined above. 35  WO
2010/109148PCT/FR2010/050549 11 group and all the other substituents and
indices being as defined in the general formula (I) defined above. Mention
may be made, among the compounds in accordance with the invention, of a 5
group of compounds of general formula (I) in which R2 is a halogen atom or
a cyano or a hydrogen or a hydroxyl or a (C1-C6) alkyl optionally
substituted by an -NH2, or else by an -NHC(0)Rb group, Rb and the other
substituents and indices being as defined in the general formula (I)
defined above. 



10Mention may be made, among the compounds in accordance with the
invention, of a group of compounds of general formula (I) in which A is a
phenyl, R1 is a -C(0)R group in which R represents a hydrogen atom, q is
equal to 0, n and m each have the value 1, and R2 represents -0Ra, Ra and
the other substituents and indices being as defined in the general formula
(I) defined above. 15     Mention may be made, among the compounds in
accordance with the invention, of a group of compounds of general formula
(I) in which A is a phenyl, Ri is a -C(0)R group in which R represents a
hydrogen atom, q is equal to 0, n and m each have the value 1, p is equal
to 2, one of the R2 groups is -0Ra and the other of the R2 groups is a
halogen 20 atom, Ra and the other substituents and indices being as defined
in the general formula (I) defined above.     Mention may be made, among
the compounds in accordance with the invention, of a group of compounds of
general formula (I) in which A is a phenyl, R1 is a -C(0)R group in 25
which R represents a hydrogen atom, q is equal to 0, n and m each have the
value 1, p = 1 and R2 is a methyl substituted by an -NH-CO-Rb group, Rb and
the other substituents and indices being as defined in the general formula
(I) defined above. Advantageously, in the compounds of formula (I), the R2
group is in the 6 position of 30 the
2,4-dioxo-1,2,3,4-tetrahydroquinazoline ring system. The compounds of
formula (I) can also have an R2 group in the 7 position of the
2,4-dioxo-1,2,3,4-tetrahydroquinazoline ring system. The R2 groups in the 6
and 7 positions can be identical or different. Advantageously, in the
compounds of formula (I), p is equal to 1 or 2. 35  WO
2010/109148PCT/FR2010/050549 12      In a specific form, when p' = 2, then
the two R3 groups are in the 3 and 4 positions of the ring system A and can
be different from one another. 5The combinations of the groups of compounds
in accordance with the invention mentioned above also come within the
invention.     Mention may be made, as examples of preferred compounds in
accordance with the invention, of the following compounds: 10      No. 1:
2-{[3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-yl]oxylpropanenitrile      No. 2:
1-(1-acetylpiperidin-4-yI)-3-(3,4-dimethoxybenzy1)-6-hydroxyquinazoline2,4(
1H,3H)-dione 15No. 3:
{[1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-yfloxy}acetonitrile      No. 4:
2-([1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-yfloxy}propanenitrile No. 5:
{[3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4- 20
tetrahydroquinazolin-6-ylloxy}acetonitrile      No. 11:
413-(3,4-dimethoxybenzy1)-612-fluoro-1-(fluoromethypethoxy]-2,4-dioxo3,4-di
hydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 12:
1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-612-fluoro-1-
(fluoromethyl)ethoxy]quinazoline-2,4(1H,3H)-dione 



25No. 13:
4-[3-(3,4-dimethoxybenzyI)-2,4-dioxo-6-(2,2,2-trifluoroethoxy)-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 14:
1-(1-acetylpiperidin-4-y1)-6-(2,2-difluoroethoxy)-3-(3,4-
dimethoxybenzyl)quinazoline-2,4(1H,3H)-dione No. 16:
4-[6-(2,2-difluoroethoxy)-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4- 30
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 20:
N-{[3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-yl]methyllacetamide      No. 22:
1-(1-acetylpiperidin-4-y0-6-(aminomethyl)-3-(3,4-
dimethoxybenzyl)quinazoline-2,4(1H,3H)-dione hydrochloride 35No. 23:
N-{[3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-ylynethyl}formamide  WO 2010/109148PCT/FR2010/050549
13       No. 24:
N-{[1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-ylynethyl}formamide       No. 25:
N-{[1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-1,2,3,4-
tetrahydroquinazolin-6-ylynethyl}acetamide 5No. 32:
4-[6-(2,2-difluoroethoxy)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-
yl]piperidine-1-carbaldehyde       No. 33:
4-[3-(3,4-dichlorobenzy1)-6-(2,2-difluoroethoxy)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde No. 34:
4-[3-(4-chlorobenzyI)-6-(2,2-difluoroethoxy)-2,4-dioxo-3,4- 10
dihydroquinazolin-1(2H)-ylThiperidine-1-carbaldehyde       No. 35: methyl
4-{[6-(2,2-difluoroethoxy)-1-(1-formylpiperidin-4-yI)-2,4-dioxo-1,4-
dihydroquinazolin-3(2H)-yl]methyl}benzoate      No. 36:
4-{[6-(2,2-difluoroethoxy)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,4-
dihydroquinazolin-3(2H)-yl]methyllbenzoic acid 15No. 37:
44[6-(2,2-difluoroethoxy)-1 -(1-formylpiperidin-4-yI)-2,4-dioxo-1,4-
dihydroquinazolin-3(2H)-yl]methyll-N-(2-methoxyethy()benzamide      No. 38:
4-[3-(3,4-dimethoxybenzyI)-6-methyl-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-
yl]piperidine-1-carbaldehyde No. 39:
4-[6-(2,2-difluoroethoxy)-3-(3-hydroxy-4-methoxybenzyI)-2,4-dioxo-3,4- 20
dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde      No. 40:
416-(2,2-difluoroethoxy)-3-[3-(2-hydroxyethoxy)-4-methoxybenzy1]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 41:
4-[6-(2,2-difluoroethoxy)-3-(3-ethoxy-4-methoxybenzyI)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde 



25No. 42: 4-16-(2,2-difluoroethoxy) 3
[4-methoxy-3-(2-methoxyethoxy)benzyI]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 43:
416-(2,2-difluoroethoxy)-3-(3,4-dimethoxybenzy0-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yllazepane-1-carbaldehyde No. 47:
416-(2,2-difluoroethoxy)-313-(3-hydroxypropoxy)-4-methoxybenzy1]-2,4- 30
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 48:
4-[5-chloro-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-
yl]piperidine-1-carbaldehyde      No. 49:
4-{313-(cyclopentyloxy)-4-methoxybenzy1]-6-(2,2-difluoroethoxy)-2,4-dioxo3,
4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde 35No. 50:
2-(54[6-(2,2-difluoroethoxy)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,4-  WO
2010/109148PCT/FR2010/050549 14
dihydroquinazolin-3(2H)-ylynethy1}-2-methoxyphenoxy)acetamide       No. 51:
4-16-(2,2-difluoroethoxy)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-y1]-3-methylpiperidine-1-carbaldehyde No. 52:
3-[6-(2,2-difluoroethoxy)-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4- 5
dihydroquinazolin-1(2H)-yI]-8-azabicyclo[3.2.1]octane-8-carbaldehyde
No. 56: 4-{3[4-(cyclopentyloxy)-3-methoxybenzy1]-612-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1
-carbaldehyde       No. 57:
413-(3-chlorobenzy1)-612-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde 10No. 58:
443-(4-chlorobenzy1)-612-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-
dihydroquinazolin-l(2H)-yl]piperidine-1-carbaldehyde       No. 59:
4-{3-[3-(cyclopentyloxy)-4-methoxybenzy1]-6[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-
carbaldehyde No. 72:
4-[3-(3,4-dimethoxybenzyI)-6-(2-hydroxyethoxy)-2,4-dioxo-3,4- 15
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde       No. 74:
413-(3,4-dichlorobenzy1)-612-fluoro-1-(fluoromethynethoxyl-2,4-dioxo-3,4-
dihydroquinazolin-1(21-0-ylipiperidine-1-carbaldehyde       No. 76:
4-{3-[(6-chloropyridin-3-yl)methyll-6-[2-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde 20No. 78:
413-(3-chloro-4-methoxybenzy1)-642-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No. 79:
413-(3,4-dimethoxybenzy1)-6-(2-fluoroethoxy)-2,4-dioxo-3,4-
dihydroquinazolln-1(2H)-yl]piperidine-1-carbaldehyde No. 89:
2-[5-({6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2,4- 



25 dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)-2-methoxyphenoxylacetamide
No. 90:
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-(3-hydroxy-4-methoxybenzy1)-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde      No. 91:
443-(3,4-dimethoxybenzy1)-6-ethoxy-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-
yl]piperidine-1-carbaldehyde 30No. 97:
415,7-dichloro-3-(3,4-dimethoxybenzy1)-2,4-dioxo-3,4-dihydroquinazolin-
1(2H)-Apiperidine-1-carbaldehyde      No. 102:
4-[7-chloro-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-dihydroquinazolin1(2H)-yl
]piperidine-1-carbaldehyde No. 108:
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-(3-fluoro-4-methoxybenzy1)-2,4- 35
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde  WO
2010/109148PCT/FR20101050549 15      No. 111:
416-(difluoromethoxy)-3-(3,4-dimethoxybenzy1)-2,4-d1oxo-3,4-
dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde      No. 112:
413-(3,4-dimethoxybenzy1)-6-(1-methylethoxy)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde 5No. 114:
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-[4-methoxy-3-(1-
methylethoxy)benzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-
carbaldehyde      No. 116:
4-(6[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxybenzyl)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde No. 117:
4-{3[3,5-bis(trifluoromethyObenzyl]-612-fluoro-1-(fluoromethyl)ethoxy]- 10
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
No. 118:
413-(3-ethoxybenzy1)-642-fluoro-1-(fluoromethyl)ethoxy1-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde       No. 124:
4-{3[3-chloro-4-(2-methoxyethoxy)benzy1]-612-fluoro-1-
(fluoromethyDethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde 15No. 130:
4-[3-(3,4-diethoxybenzy1)-612-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-
3,4-dihydroquinazolin-1(2H)-yljpiperidine-1-carbaldehyde       No. 131:
4-[3-(4-ethoxy-3-methoxybenzyl y642-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
No. 133:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-3-(4-methoxy-3-methylbenzy1)-2,4- 20
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde    No. 134:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-344-
(trifluoromethyl)benzy1]-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbal
dehyde No. 135: 4-(6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-314- (trill
uoromethyl)benzyI]-3,4-dihyd roq
uinazolin-1(2H)-yl}piperidine-1-carbaldehyde 25No. 143:
4-{3-[4-(benzyloxy)-3-methoxybenzy1]-6[2-fluoro-1-(fluoromethypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde 



No. 145:
4-{6[2-fluoro-1-(fluoromethypethoxy1-3-(3-methoxy-4-nitrobenzy1)-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
No. 155:
413-(4-ethoxybenzy1)-612-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4- 30
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde       No. 158:
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-[4-(morpholin-4-ylmethyObenzy11-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
No. 160:
4-(6[2-fluoro-1-(fluoromethypethoxy]-3-(4-morpholin-4-ylbenzy1)-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde 35No. 165:
413-(bipheny1-4-ylmethyl)-6-12-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-
3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde  WO 201 0/1
09148PCT/FR2010/050549 16       No. 166:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-314-(methylsulphanyObenzyl]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde       No.
167:
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(pyridin-3-yObenzy1)-
3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde 5No. 170:
4-{6[2-fluoro-1-(fluoromethypethoxy1-3-(3-methoxy-4-methylbenzy1)-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde No. 175:
2[2-(cyclopentyloxy)-5-({612-fluoro-1-(fluoromethyl)ethoxyp1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(21-0-yl}methyppheno
xylacetamide No. 178:
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-propoxybenzy1)-2,4- 10
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde      No.
183: 2-[2-(cyclopentyloxy)-5-({6[2-fluoro-1-(fluoromethypethoxyl-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)pheno
xypNmethylacetamide No. 184:
2[2-(cyclopentyloxy)-5-({612-fluoro-1-(fluoromethyl)ethoxy]-1-(1- 15
formylpiperidin-4-yI)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)pheno
xypN,Ndimethylacetamide      No. 185:
2-[2-(cyclopentyloxy)-5-({6[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpipeddin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-y1}methyl)phenox
yl-Nmethoxy-N-methylacetamide 20No. 186:
4-{3[4-(cyclopentyloxy)-3-ethoxybenzy1]-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde      No. 188:
4-{3[4-(cyclopentyloxy)-3-(1-methylethoxy)benzy1]-612-fluoro-1-
(fluoromethyl)ethoxy1-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1
-carbaldehyde No. 189:
4-{3[4-(cyclopentyloxy)-3-propoxybenzy1]-642-fluoro-1- 25
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde      No. 190:
4-{3[4-(cyclopentyloxy)-3-hydroxybenzy11-612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde      No. 193:
4-{3[4-(difluoromethoxy)-3-methoxybenzylp6-[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde 30No. 194:
4-{3[4-(difluoromethoxy)-3-ethoxybenzylp6-[2-fluoro-1- 



(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-
carbaldehyde      No. 200:
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(thiophen-3-y1)-
benzy1)-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
No. 201:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3-(4-(pyridin-4-yObenzyl)
35 3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde      No. 203:
4-{6-[2-fluoro-1-(fluoromethypethoxy]-3-[(1-methy1-1H-indol-6-yl)methyl]-
2,4-dioxo-3,4-dihydroquinazolin-1(21-0-yl}piperidine-1-carbaldehyde  WO
2010/109148PCT/FR2010/050549 17       No. 206:
4-{3[4-(cyclopropylmethoxy)-3-methoxybenzy1]-6-[2-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1
-carbaldehyde       No. 207:
214-({612-fluoro-1-(fluoromethyl)ethoxy]-1-(1-formylpiperidin-4-y1)-2,4-
dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)-2-methoxyphenoxyl-N-methy1acet
amide 5No. 212:
4-16[2-fluoro-1-(fluoromethypethoxy1-2,4-dioxo-314-(1H-pyrazol-1-
yObenzyl]-3,4-dihydroquinazolin-1(21-1)-y1}piperidine-1-carbaldehyde
No. 213:
4-{6-[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3-(4-(pyridin-2-y1)benzy1)
- 3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde           No.
215: 4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(thiophen-2-y1)-
10 benzy1)-3,4-dihydroquinazolin-1(21-1)-yllpiperidine-1-carbaldehyde
No. 216:
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(quinolin-7-ylmethyl)-
3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde      No. 218:
4-{6-[2-fluoro-1-(fluoromethynethoxy1-3-[(6-methoxynaphthalen-2-
yOmethyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyd
e 15No. 223:
4-{344-(1H-benzimidazol-1-yObenzy11-642-fluoro-1-(fluoromethypethoxy1-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde      No.
224: 4-{6-[2-fluoro-1-(fluoromethypethoxy]-3-[3-methoxy-4-(2-
methylpropoxy)benzy1]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1
- carbaldehyde 20No. 226:
4-{6[2-fluoro-1-(fluoromethypethoxy]-313-methoxy-4-(tetrahydrofuran-3-
yloxy)benzy1]-2,4-dioxo-3,4-dihydroquinazolin-1(21-)-y1}piperidine-1-carbal
dehyde No. 228:
4-13-{4-[(1-benzylpyrrolidin-3-y0oxy]-3-methoxybenzy1}-6124luoro-1-
(fluoromethyethoxy-2,4-dioxo-3,4-dihydroqujnazojin..1(2H)-yllpiperidine-1-c
arbaldehyde No. 230:
413-(1-benzothiophen-5-ylmethyl)-642-fluoro-1-(fluoromethypethoxy]-2,4- 25
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No.
232: 4-{6[2-fluoro-1-(fluoromethypethoxy]-3-[3-methoxy-4-(1-
methylethoxy)benzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde      No. 233:
443-(3,4-dimethoxybenzy1)-7-fluoro-612-fluoro-1-(fluoromethypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde 30No.
234: 4-[3-{4-[(1-acetylpyrrolidin-3-yl)oxy]-3-methoxybenzy1}-612-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-cjjhydroqujnazoljn1(2H)-Apiperidine-1-c
arbaldehyde 



No. 239: 4-[3-{4-[(4-fluorobenzypoxy]-3-methoxybenzy1}-6-[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-
carbaldehyde No. 240:
443-{4-[(4-chlorobenzypoxy]-3-methoxybenzy1}-6-[2-fluoro-1- 35
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-ca
rbaldehyde      No. 242:
4-[3-{4-[(3-chlorobenzyl)oxy]-3-methoxybenzy11-642-fluoro-1-
(fluoromethyl)ethoxyl-2,4-dioxo-3,4-dihydroquinazolin-1(211)-yl]piperidine-
1-carbaldehyde  WO 2010/109148PCT/FR2010/050549 18      No. 243:
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(3-(thiophen-3-
yl)benzyl)-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
No. 245: 443-(4-ethoxy-3-methoxybenzy1)-6-(2-hydroxyethoxy)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde 5No. 246:
4-[3-{4-[2-(2,3-dihydro-1H-indo1-1-y1)-2-oxoethoxy]-3-methoxybenzyll-6-[2-
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpipe
ridine-1- carbaldehyde      No. 250:
443-{4-[(3,4-dichlorobenzypoxy]-3-methoxybenzy11-6[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-ca
rbaldehyde 10No. 251:
4-{6-12-fluoro-1-(fluoromethyl)ethoxy]-343-methoxy-4-(2-oxo-2-(piperidin-
1-ypethoxy)benzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-ca
rbaldehyde      No. 254:
4-{3[3-ethoxy-4-(thiophen-2-ylmethoxy)benzy1]-612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-
carbaldehyde No. 258:
443-(3,4-dimethoxybenzy1)-612-fluoro-1-(hydroxymethypethoxy]-2,4- 15
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde      No.
263: (2R)-2-[2-(cyclopentyloxy)-5-({6[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)pheno
xy]propanoic add No. 264: 4-{6-[2-fl uoro-1-(fl
uoromethypethoxy]-3-[(1-methy1-3-(thiophen-2-y1)-1H- 20
pyrazol-5-yOmethy11-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-c
arbaldehyde      No. 270:
4-{6[2-fluoro-1-(fluoromethypethoxy]-344-(5-methy1-1,2,4-oxadiazol-3-
Abenzyll-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
No. 275: 4-{6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(pyrimidin-5-
yl)benzy1)-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde 25No.
276:
4-{6-[2-fluoro-1-(fluoromethypethoxy]-3-[(1-methy1-3-pheny1-1H-pyrazol-5-
yOmethy11-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyd
e      No. 278:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3-{[6-(1H-pyrazol-1-
yl)pyridin-3-yl]methy1}-3,4-dihydroquinazolin-1(21-I)-y1}piperidine-1-carba
ldehyde No. 279:
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(2-(thiophen-2- 30
yOpyrimidin-5-yl)methyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbai
dehyde      No. 280:
4-{6[2-fluoro-1-(fluoromethypethoxy]-344-(1-methy1-1H-pyrazol-3-
yObenzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyd
e 



No. 282:
4-{6[2-fluoro-1-(fluoromethypethoxy]-314-(3-methy1-1,2,4-oxadiazol-5-
yObenzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyd
e 35No. 283:
[2-(cyclopentyloxy)-5-({6[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-kmethyl)phenoxy
lacetic acid No. 285: 4-{6-[2-fluoro-1-(fl uoromethypethoxy]-2,4-d
ioxo-3-(th ieno[2,3-b]pyrid i n-2-  WO 2010/109148PCT/FR2010/050549 19
ylmethyl)-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
No. 286:
4-{6[2-fluoro-1-(fluoromethynethoxy]-2,4-dioxo-3-[(6-phenylpyridin-3-
yOmethy11-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
No. 287:
4-{6[2-fluoro-1-(fluoromethypethoxy1-3-[(6-(morpholin-4-yl)pyridin-3-
yOmethy1]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyd
e       No. 289:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3-1(6-(thiophen-2-
yOpyridin-3-Amethyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehy
de       No. 292:
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-3-[(1-methy1-5-pheny1-1H-pyrazol-3-
yOmethyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyd
e 10No. 294:
4-({642-fluoro-1-(fluoromethyl)ethoxy]-1-(1-formylpiperidin-4-y1)-2,4-dioxo
- 1,4-dihydroquinazolin-3(2H)-yl}methyl)bipheny1-2-carbonitrile       No.
295: (2R)-2[2-(cyclopentyloxy)-5-({6-[2-fluoro-1-(fluoromethyDethoxy]-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)pheno
xyl-Nmethylpropanamide 15No. 297:
4-{7-fluoro-642-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(thiophen-2-
yObenzy1)-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde No. 298:
4-{6-[2-fluoro-1-(fluoromethyl)ethoxy]-3-[3-methoxy-4-(morpholin-4-
ylrnethypbenzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carb
aldehyde No. 299:
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-13-methoxy-4-(piperidin-1- 20
ylmethyl)benzy11-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carb
aldehyde No. 300:
413-{4-[(3,4-dichlorobenzypoxy]-3-methoxybenzy1}-7-fluoro-6-[2-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1
-carbaldehyde No. 301:
2-[2-(cyclopentyloxy)-5-({6[2-fluoro-1-(fluoromethyl)ethoxy]-1-(1-
formylpiperidin-4-y0-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)phenox
y]-N- 25 ethylacetamide      No. 302:
(28)-2[2-(cyclopentyloxy)-5-({6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)pheno
xy]propanoic acid         No. 305:
446-[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-{R3R)-2-oxo-1- 30
phenylpyrrolidin-3-ylioxylbenzy1)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}
piperidine-1- carbaldehyde    No. 306:
4-{3[4-(cyclobutylmethoxy)-3-methoxybenzy1]-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-
carbaldehyde No. 307:
4-{3-[4-(benzyloxy)-3-methoxybenzy1]-7-fluoro-6[2-fluoro-1- 35
(fluoromethypethoxy1-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-
carbaldehyde 



No. 308: 4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-(4-hydroxy-3-  WO
2010/109148PCT/FR2010/050549 20
methoxybenzyI)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbal
dehyde    No. 309:
4-{3-[4-(cyclopropylmethoxy)-3-methoxybenzylp7-fluoro-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(21-1)-yl}piperidine-
1-carbaldehyde No. 310:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-[3-methoxy-4- 5
(2-methylpropoxy)benzy1]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidin
e-1- carbaldehyde      No. 311:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-[3-methoxy-4-
(1-methylethoxy)benzy1]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine
-1- carbaldehyde 10No. 312:
413-(4-ethoxy-3-methoxybenzy1)-7-fluoro-642-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1
-carbaldehyde      No. 315:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy1-3-([6-(3-
methoxyphenyl)pyridin-3-ylynethyl}-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1
}piperidine-1- carbaldehyde 15No. 316:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-116-(2-
fluorophenyl)pyridin-3-yl]methy1}-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}
piperidine-1- carbaldehyde      No. 317:
4-{7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-3-116-(4-
fluorophenyOpyridin-3-yl]methy11-2,4-dioxo-3,4-dihydroq
uinazolin-1(21-1)-yl}piperidine-1- 20 carbaldehyde No. 318:
4-(7-fluoro-6[2-fluoro-1-(fluoromethyDethoxy]-3-{[6-(4-
methoxyphenyOpyridin-3-yllmethyl}-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}
piperidine-1- carbaldehyde           No. 319:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(6-(thiophen-2-
25
yOpyridin-3-yl)methyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbalde
hyde No. 320:
4-{313-ethoxy-4-(thiophen-2-ylmethoxy)benzy1]-7-fluoro-612-fluoro-1-
(fluoromethypethoxy]-2,4-d ioxo-3,4-d ihyd roq uinazoli
n-1(2H)-yl}piperidine-1-carbaldehyde      No. 321:
4-{741uoro-612-fluoro-1-(fluoromethypethoxy]-344-(1-methyl-1H-pyrazol3-yObe
nzyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
30No. 322:
4-{7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy1-2,4-dioxo-3-(4-(pyrimidin-5-
yl)benzyl)-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
No. 323:
4-{7-fluoro-6[2-fluoro-1-(fluoromethyDethoxy1-3-[(1-methyl-3-(thiophen-2-
y1)-1H-pyrazol-5-yl)methyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperi
dine-1- carbaldehyde 35No. 324:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-343-methoxy-4-(2-oxo-2-
(piperidin-1-ypethoxy)benzyll-2,4-dioxo-3,4-dihydroquinazolin-1(21-1)-y1}pi
peridine-1- carbaldehyde  



WO 2010/109148PCT/FR2010/050549 21      No. 325:
4-[3-{4-[2-(2,3-dihydro-1H-indo1-1-y1)-2-oxoethoxy]-3-methoxybenzyll-7-
fluoro-6-[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3,4-d ihydroq uinazol
in-1(21-1)- yl]piperidine-1-carbaldehyde         No. 326:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-344-(5-methy1-1,2,4- 5 oxad
iazol-3-yObenzyl]-2,4-dioxo-3,4-d ihyd roq uinazol in-1(2H)-yllpiperid
ine-1- carbaldehyde No. 327:
4-13-{4-[(3-chlorobenzypoxy]-3-methoxybenzy1}-7-fluoro-642-fluoro-1-
(fluoromethyl)ethoxyl-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl1piperidine-1
-carbaldehyde No. 328:
443-{[6-(3,5-dichlorophenyl)pyridin-3-ylynethyl)-642-fluoro-1- 10
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde No. 329:
4-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-
2,4-dioxo-1,4-dihydroquinazolin-3(2H)-Amethyl)bipheny1-2-carbonitrile
No. 330:
4-{7-fluoro-642-fluoro-1-(fluoromethypethoxy1-2,4-dioxo-3-[4-(1H-pyrazol1-y
l)benzyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde 15No.
331: 4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-34[6-(3-
fluorophenyl)pyridin-3-yllmethyl)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yll
piperidine-1- carbaldehyde      No. 332:
345-({7-fluoro-612-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperid i n-4-
y1)-2,4-dioxo-1,4-dihyd roq uinazolin-3(21-)-yl}methyl)pyrid
n-2-yl]benzonitrile 20No. 333:
413-(3,4-diethoxybenzy1)-7-fluoro-612-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yflpiperidine-1-carbaldehyde No. 334:
443-{4-[(4-chlorobenzypoxy]-3-methoxybenzy1}-7-fluoro-6-[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde No. 335:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-314-(morpholin-4- 25
ylmethyl)benzy1]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carb
aldehyde      No. 336:
4-{7-fluoro-612-fluoro-1-(fluoromethypethoxy1-2,4-dioxo-34[6-(11-1-pyrazol1
-yOpyridin-3-yl]methy1}-3,4-dihydroquinazolin-1(2H)-y1)piperidine-1-carbald
ehyde      No. 337:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-(4-(morpholin-4-y1)-
benzy1)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
30No. 338: 4-{7-fluoro-6[2-fluoro-1-(fluoromethyl)ethoxy]-3-(3-methoxy-4-
propoxybenzy1)-2,4-dioxo-3,4-dihydroquinazolin-1(21-1)-y1}piperidine-1-carb
aldehyde      No. 339:
4-{3-[4-(1H-benzimidazol-1-yObenzy11-7-fluoro-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-
carbaldehyde No. 340:
5-({7-fluoro-6j2-fluoro-1-(fluoromethyl)ethoxy]-1-(1-formylpiperid n-4-y1)-
35 2,4-dioxo-1,4-dihydroquinazolin-3(2H)-Amethyl)-2-methoxybenzonitrile
No. 341: 3-(3,4-dimethoxybenzy1)-6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4-tetrahydroquinazoline-7-carbonitril
e  WO 2010/109148PCT/FR2010/050549 



22      No. 342:
4-13-(4-bromobenzy1)-7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1 (2H)-yl]piperidine-1-carbaldehyde         No.
343:
443-{4-[(3,4-dichlorobenzyl)oxy]-3-(2-methoxyethoxy)benzy1}-7-fluoro-6-
[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-d ihyd roqu inazolin-1(2
H)-yl]pi perid ine-1- 5 carbaldehyde      No. 344:
4-{3[4-(benzyloxy)benzy1]-7-fluoro-612-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde      No.
345: 443-{4-[(3,4-dichlorobenzypoxy]-3-ethoxybenzyl}-7-fluoro-612-fluoro-1-
(fluoromethypethoxy1-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-
carbaldehyde 10No. 349:
413-{4-[(3,4-dichlorobenzypoxy]-3-(2-fluoroethoxy)benzy1}-7-fluoro-612-
fluoro-1-(fluoromethyDethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(21-1)-yl]pi
peridine-1- carbaldehyde No. 350:
4-[3-{44(2-chloro-4-fluorobenzypoxy]-3-methoxybenzyl}-7-fluoro-6-[2-
fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3,4-d i hyd roq
uinazolin-1(21-1)-yl]piperid ine-1- 15 carbaldehyde      No. 351:
4-[3-{4-[(2,4-dichlorobenzypoxy1-3-methoxybenzyl}-7-fluoro-6-[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-ca
rbaldehyde No. 352:
443-{4-[(2-chloro-6-fluorobenzyl)oxy]-3-methoxybenzyl}-7-fluoro-6-12-
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipipe
ridine-1- 20 carbaldehyde      No. 353:
443-{4-[(2,6-dichlorobenzyl)oxy]-3-methoxybenzy1}-7-fluoro-6-[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(21-)-yl]piperidine-1
-carbaldehyde No. 354:
4-[3-{41(2-chlorobenzypoxy]-3-methoxybenzyl}-7-fluoro-612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde 25No. 355:
4-[7-fluoro-3-{4-[(2-fluorobenzypoxy1-3-methoxybenzy1}-612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde No. 357:
2-[(3,4-dichlorobenzyl)oxy]-5-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]
-
1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyDb
enzonitrile No. 358:
413-{4-[(3,4-dichlorophenoxy)methyl]-3-methoxybenzyll-7-fluoro-6-[2- 30
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]pipe
ridine-1- carbaldehyde      No. 360:
4-{7-fluoro-6[2-fluoro-1-(fluoromethyl)ethoxy1-2,4-dioxo-3-[4-(2-
phenylethyl)benzyI]-3,4-d hydroq ui nazoli n-1(2 H)-yl}piperidine-1-ca
rbaldehyde No. 362:
443-{4-[(4,5-dichloro-2-fluorobenzypoxy]-3-methoxybenzy1}-7-fluoro-6-[2- 35
fluoro-1-(fluoromethy)ethoxy]-2,4-dioxo-3,4-d ihydroq uinazol in-1(2
H)-yllpi perid ne-1- carbaldehyde No. 369:
413-{4-[(4-chlorophenoxy)methy1]-3-methoxybenzy1}-7-fluoro-612-fluoro-1-
WO 2010/109148PCT/FR2010/050549 
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(fluorornethynethoxy}-2,4-dioxo-3,4-dihydroquinazolin-1(21-0-yl]piperidine-
1-carbaldehyde       No. 371:
443-{3-chloro-4-[(4-chlorobenzyl)oxy]-5-ethoxybenzy1}-7-fluoro-642-fluoro1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde 5No. 373:
4-[3-{3-chloro-4-[(2,4-dichlorobenzypoxy]-5-ethoxybenzy1}-7-fluoro-642-
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]pipe
ridine-1- carbaldehyde No. 375:
447-fluoro-3-{4-[(4-fluorobenzyl)oxy]-3-rnethoxybenzyll-6-[2-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1
-carbaldehyde 10No. 376:
443-{4-[(3,5-dichlorobenzynoxyl-3-methoxybenzy1}-7-fluoro-642-fluoro-1-
(fluoromethyl)ethoxy1-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipipendine-1-
carbaldehyde       No. 377:
443-(4-{[4-chloro-3-(trifluoromethypbenzyl]oxy}-3-methoxybenzy1)-7-
fluoro-612-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1
(2H)- ylipiperidine-1-carbaldehyde 15No. 379:
413-{4-[(3-chlorophenoxy)methy1]-3-methoxybenzy1}-7-fluoro-612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde       No. 380:
413-{4-[(3,5-difluorobenzypoxy]-3-methoxybenzy1}-7-fluoro-6-[2-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde No. 381:
4-{3[4-(benzyloxy)-3-methoxybenzy1]-7-fluoro-6-12-fluoro-1- 20
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}pipendine-1-c
arbaldehyde       No. 382:
413-{4-[(3-chloro-5-fluorobenzyl)oxy]-3-methoxybenzy1}-7-fluoro-612-
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yljpipe
ridine-1- carbaldehyde No. 383:
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-{[4- 25
(trifluoromethypbenzyl]oxy}benzy1)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl
}piperidine-1- carbaldehyde      No. 384:
4-[3-{4-[(2,5-dichlorobenzyl)oxy]-3-methoxybenzyll-7-fluoro-612-fluoro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1
-carbaldehyde No. 385:
4-{[4-({7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-
30 y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)-2-
methoxyphenoxy]methyllbenzonitrile      No. 386:
3-{[4-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy1-1-(1-formylpiperidin-4-
y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)-2-
methoxyphenoxyjrnethyl}benzonitrile 35No. 387:
413-{4-[(4-chloro-2-fluorobenzypoxy]-3-methoxybenzyl}-7-fluoro-612-
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]pipe
ridine-1- carbaldehyde  WO 2010/109148PCT/FR2010/050549 24      No. 388:
413-{441-(3,4-dichlorophenynethoxy]-3-methoxybenzy1}-7-fluoro-6-[2-
fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpipe
ridine-1- carbaldehyde 



No. 389:
4-{7-fluoro-642-fluoro-1-(fluoromethypethoxy]-3-{4-[(3-hydroxybenzyl)oxy]-
5
3-methoxybenzyI}-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carb
aldehyde No. 390:
447-fluoro-3-{4-[(3-fluorobenzypoxy]-3-methoxybenzy1}-6-12-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde      No. 391:
413-{4-[(3,4-difluorobenzypoxy]-3-methoxybenzyll-7-fluoro-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-
carbaldehyde 10 No. 392:
4-{3-[4-(5,6-dichloro-1H-benzimidazol-111)-3-methoxybenzy1]-7-fluoro-6-
[2-fluoro-1-(fluoromethypethoxy1-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}p
iperidine-1- carbaldehyde      No. 393:
4-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy1-1-(1-formylpiperidin-4-y1)-
2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)phenyl
3,4-dichlorobenzenesulphonate 15 No. 394:
4-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-
2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)-2-methoxyphenyl
3,4-dichlorobenzenesulphonate      No. 403:
3,4-dichloro-N-[4-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)-2-
20 methoxyphenyllbenzamide        The compounds in accordance with the
invention can be prepared by the methods illustrated in the following
Schemes 1 to 4. In that which follows, the term "leaving group" is
understood to mean a group 25 which can be easily substituted, with
departure of an electron pair, by cleavage of a heterolytic bond. This
group can thus be easily replaced by another group, for example during a
substitution reaction. Such leaving groups are, for example, halogens or an
activated hydroxyl group, such as a mesylate, tosylate, triflate, and the
like. Examples of leaving groups and references for their preparation are
given in "Advanced Organic 30 Chemistry", J. March, 3rd Edition, Wiley
Interscience, pp. 310-316.        The term "protective group PG" is
understood to mean a group which makes it possible to prevent the
reactivity of a function group or position during a chemical reaction which
may affect it and which restores the molecule after cleavage according to
methods known to a person skilled in the art. 35The term "temporary
protective group for amines or alcohols" is understood to mean the
protective groups such as those described in Protective Groups in Organic
Synthesis, Greene T.W. and Wuts P.G.M., published by Wiley Intersciences,
1999, and  WO 20101109148PCT1FR20101050549 25 in Protecting Groups,
Kocienski P.J., 1994, Georg Thieme Verlag.        Mention may be made, for
example, of temporary protective groups for amines: benzyls or carbamates
(such as tert-butoxycarbonyl, cleavable in an acid medium, or
benzyloxycarbonyl, cleavable by hydrogenolysis), temporary protective
groups for 5 carboxylic acids: hydrogenolysable alkyl esters (such as
methyl or ethyl or tert-butyl esters which can be hydrolysed in a basic or
acid medium) and benzyl esters, temporary protective groups for alcohols or
phenols, such as tetrahydropyranyl, methyloxymethyl or methylethoxymethyl,
tert-butyl and benzyl ethers, or temporary protective groups for carbonyl
derivatives, such as linear or cyclic acetals, such as, for example,
1,3-dioxan-2- 10 yl or 1,3-dioxolan-2-y1; and reference may be made to the
well known general methods described in Protective Groups, cited above.
A person skilled in the art will be in the position to choose the
appropriate protective groups according to the circumstances. The compounds
of formula (I) can comprise precursor groups for other functional groups
which are generated subsequently 15 in one or more other stages.        In
the general synthetic schemes which follow, the starting compounds and the
reactants, when their method of preparation is not described, are
commercially available or are described in the literature or else can be
prepared according to methods which are described therein or which are
known to a person skilled in the art. 



20The pure enantiomers of the compounds in accordance with the invention
can be obtained from enantiomerically pure precursors or else by chiral
phase chromatography or else, when the compounds comprise acid or amine
functional groups, by selective crystallizations of diastereoisomeric salts
obtained by reaction of the compounds (I) with chiral amines or chiral
acids respectively. 25        The compounds of general formula (I) can be
obtained according to the following Schemes 1 to 4. Out of concern for
clarity, the group R4 has been chosen as being a hydrogen, p and p
represent 1 and 2 respectively and the R2 and R3 groups have been set as
indicated in the schemes. However, it is to be understood that R4 can be as
30 defined in the general formula (I), and R2 and 53 can have the positions
indicated in the general formula (I) and that p and p' can be as defined in
the general formula (I).        The synthetic routes described below serve
solely as illustration and are under no circumstances limiting. A person
skilled in the art can apply without difficulty the teaching below to the
compounds of formula (I) for which R, R, R2, R31 54) Ra, Rb, Rc, m, n, p'
p' 35 and q are as defined in the general formula (I).  WO
2010/109148PCT/FR2010/050549 26 amination reaction by reacting a compound
of formula (II), in which R' represents a (C1-C6) alkyl group and R2 is as
defined for the compound of formula (I) with a compound of formula (Ill) in
an acid medium and in the presence of a reducing agent, such as sodium
triacetoxyborohydride. The PG group of the compound of formula (III) is a 5
protective group for the amine functional group which may advantageously be
tertbutoxycarbonyl (boc). The compound of formula (IV) thus formed is
subsequently acylated, according to methods well known to a person skilled
in the art, with an alkyl or aryl chloroformate to give the compound of
formula (V) in which R" represents a (C1-C6) alkyl group or an aryl group
which is substituted. A hydrolysis reaction in a basic medium 10 makes it
possible to obtain the compounds of formula (VI) which, by a coupling
reaction with a compound of formula (VII), in which R3 is as defined for
the compound of formula (I), results in the compounds of formula (VIII). An
intramolecular cyclization reaction in the basic medium makes it possible
to obtain the quinazolinedione derivatives of formula (IX). The protective
group PG for the amine functional group is subsequently cleaved, for 15
example in acid medium when PG is a boc, to give the compounds of formula
(la) which give, by an acylation reaction, the compounds of formula (lb).
The compounds of formula (la) are compounds of formula (I) and can act as
intermediate for other compounds of formula (I), such as the compounds of
formula (lb).  WO 20101109148PCT/FR2010/050549 27 Scheme 1 PGPp    The
compounds of formula (I) for which R2 represents -0Ra, Ra being as defined
5 for the compound of formula (0, correspond to the formula (Id). They can
be obtained from the compounds of formula (X) according to the following
Scheme 2. The compounds of formula (lc), obtained by a hydrogenolysis
reaction on the compounds of formula (X), are subjected, for example, to an
alkylation reaction with an alkylating agent of type Ra-X, in which Ra is
as defined for the compound of formula (I) and X represents 10 a leaving
group (such as a halogen atom, for example), in the presence of a base,
such as caesium carbonate (Cs2CO3), or also to a Mitsunobu reaction
(Synthesis, 1981, 1) with an alcohol of type Ra-OH, Ra being as defined for
the compound of formula (I), to give compounds of formula (Id).
The compounds of formula (X) and the compounds of formula (lc) are
compounds 15 of formula (I) and can act as intermediate for other compounds
of formula (I), such as the compounds of formula (Id).  



WO 2010/109148PCT/FR2010/050549 28 Scheme 2    5Alternatively, the
compounds of formula (Id) can be obtained by following the procedure
described in Scheme 3. The compounds of formula (XII) are obtained by a
nucleophilic aromatic substitution reaction involving a compound of formula
(XI), in which R' is as defined 10 above, and an alcohol of type Ra-OH, in
which Ra is as defined for the compound of formula (I), in the presence of
a base. The reduction of the nitro group of the compounds of formula (XII)
results in the corresponding anitino derivatives (XIII). A reductive
amination reaction with a compound of formula (III), in which PG is a
protective group for amine functional groups, such as, for example, boc,
results in the compounds of formula 15 (XIV). The compounds of formula (XV)
are obtained by reaction of a compound of formula (XIV) with potassium
isocyanate (KNCO) in an acid medium. An intramolecular cyclization reaction
in a basic medium makes it possible to obtain the compounds of formula
(XVI). The protective group PG is cleaved by methods well known to a person
skilled in the art to give the compounds of formula (XVII). An acylation
reaction results in 20 the compounds of formula (XVIII). Finally, the
compounds of formula (Id) are obtained either by an alkylation reaction
with a derivative of type (XIX), in which X represents a leaving group,
such as a halogen atom, in the presence of a base, such as, for example,
WO 2010/109148PCT/FR20101050549 29 caesium carbonate, or also by a
Mitsunobu reaction with a benzyl alcohol of type (XX). In the compounds
(XIX) and (XX), R3 is as defined above. Scheme 3 



The compounds of formula (le) and (If), in which R2 more particularly
represents a group of type-CH2-NHC(0)Rb, Rb being defined as in the
compound of formula (I), can be prepared according to the following Scheme
4.  WO 2010/109148PCT/FR2010/050549 30 in the 6 position of the
quinoazolinedione structure (see, for example, compound (XVIII)) but that
it is also possible to have a second R2 group, as defined in the general
formula (I), in the 7 position of the same quinazolinedione group. The
reduction of the nitro group of the compounds of type (XXI), in which R'
and 5 PG' are as defined above, the PG' group advantageously being boc,
results in the corresponding anilino derivatives (X0(11) which, by a
reductive amination reaction in which they react in an acid medium and
advantageously in the presence of a reducing agent, such as sodium
triacetoxyborohydride, with a compound of formula (III), in which PG
represents a benzyloxycarbonyl protective group for amines, give compounds
of formula 10 (XXIII). An acylation reaction with an alkyl or aryl
chloroformate, in which R" represents a (C1-C6) alkyl group or an aryl
group which is substituted, results in the compounds of formula (XXIV). The
quinazolinedione analogues of formula (XXV) can be obtained by a hydrolysis
reaction in a basic medium and then by a coupling reaction with a compound
of formula (VII), in which R3 is as defined for the compound of formula
(I), followed by an 15 intramolecular cyclization reaction in a basic
medium. The PG' group (preferably a boc) is subsequently cleaved in an acid
medium to result in the compounds of formula (XXVI) which, by acylation,
give compounds of formula (XXVII), in which Rb is as defined for the
compound of formula (I). The PG protective group of (XXVII) is cleaved by a
hydrogenolysis reaction to give the compounds of formula (le). Finally, the
compounds of 20 formula (If) are obtained by an acylation reaction on the
compounds of formula (le).  WO 2010/109148PCT/FR2010/050549 31 Scheme 4
It is obvious that a person skilled in the art will be in a position to
choose, in the light of his knowledge and the literature, other appropriate
protective groups which make 5 possible the introduction of all the groups
described in the general formula (I).        When the compound of formula
(I) comprises a bridged ring, it can be obtained without distinction by one
of the synthetic routes described above.  WO 2010/109148PCT/FR2010/050549
32 compounds in accordance with the invention. These procedures and
examples are not limiting and serve only to illustrate the present
invention. In the procedures and examples below: 5- the mass spectra are
produced on a quadrupole spectrometer of Platform LCZ 



type (Waters) or of ZQ 4000 type (Waters) in positive electrospray
ionization mode;         the NMR (nuclear magnetic resonance) spectra are
produced on a Fourier transform spectrometer (Bruker) at a temperature of
300C (exchangeable protons not recorded); 10- s = singlet,  d = doublet, -
m = multiplet, - br = broad signal  t = triplet, 15- q = quartet - DMSO-d6
= deuterated dimethyl sulphoxide, - CDCI3 = deuterated chloroform. The
mixtures of solvents are quantified in volumetric ratios.            The
NMR spectra and mass spectra confirm the structures of the compounds 20
obtained according to the examples below. In the examples which follow, the
following abbreviations are used: ACN: acetonitrile     AcOEt: ethyl
acetate 25 AcOH: acetic acid DBU: 1,8-diazabicyclo[5.4.0]undec-7-ene DCM:
dichloromethane DCE: 1,2-dichloroethane DIAD: diisopropyl azodicarboxylate
30 DIEA: diisopropylamine DMF: N,N-dimethylformamide Et0H: ethanol HBTU:
0-(benzotriazol-1-y1)-N,N,N',N'-tetramethyluronium hexafluorophosphate
IBCF: isobutyl chloroformate 35 MeOH: methanol NaBH(OAc)3: sodium
triacetoxyborohydride AT: ambient temperature  WO
2010/109148PCT/FR2010/050549 33 



min: minute THF: tetrahydrofuran NEt3: triethylamine TFA: trifluoroacetic
acid 5 EXAMPLES The following examples describe the preparation of some
compounds in accordance with the invention. These examples are not limiting
and serve only to illustrate the present 10 invention. The numbers of the
compounds in the examples refer to those given in the table below, in which
the chemical structures and the physical properties of a few compounds in
accordance with the invention are illustrated. EXAMPLE 1: Compound No.6
15Preparation of
{(3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-
1,2,3,4-tetrahydroguinazolin-6-yfloxy}acetonitrile Hy0  Stage 11:
201,1-Dimethylethyl4-([4-(benzyloxy)-2-(methoxycarbonyl)phenyljami-
no}piperidine-1-carboxylate H3C H3C--)-0 0 H3C  WO
20101109148PCT/FR2010/050549 34        A mixture of 2 g of methyl
2-amino-5-(benzyloxy)benzoate, 3.1 g of 1,1-dimethylethyl
4-oxopiperidine-1-carboxylate and 3.29 g of NaBH(OAc)3 in 10 ml of AcOH is
irradiated under a microwave field (Biotage Initiator Sixty) at 110C for 20
min. The same reaction is repeated with two other lots of 2 g of methyl
2-amino-5- 5 (benzyloxy)benzoate. The three reaction media are combined.
The combined product is taken up in AcOEt. The organic phase is washed with
water, with a saturated NH4CI solution and with a saturated NaHCO3
solution, dried over Na2SO4 and filtered, and the solvent is evaporated
under reduced pressure. The residue is chromatographed on silica gel,
elution being carried out with an AcOEt/heptane mixture, (5/95, v/v) as far
as (30/70, 10 v/v), to give 10.2 g of the expected product. Stage 1.2:
1,1-Dimethylethyl
4-([4-(benzyloxy)-2-(methoxycarbonyl)phenyl][(2-methylpropoxy)carbonyl]amin
o}piperidine-1-carboxylate  H3C H3C4-0 



H 3C HC J-0H, y 0 N- 0 15 Amixtureof2
gof1,1-dimethylethyl44[4-(benzyloxy)-2-
(methoxycarbonyl)phenyl]amino}piperidine-1-carboxylate obtained in stage
1.1, 0.87 ml of DIEA, 1.78 ml of IBCF and 1 g of NaOH in 10 ml of DCE is
irradiated under a 20 microwave field at 80C for 30 min. The same reaction
is repeated with 4 other lots of 2 g of 1,1-dimethylethyl
4-114-(benzyloxy)-2-(methoxycarbonyl)phenyl]amino}piperidine-1-
carboxylate. The 5 reaction media are combined. The combined product is
taken up in AcOEt and filtered, and the filtrate is evaporated under
reduced pressure. The residue is chromatographed on silica gel, elution
being carried out with an AcOEt/heptane mixture, 25 (10/90, v/v) as far as
(50/50, v/v), to give 9.3 g of the expected product.  WO
2010/109148PCT/FR2010/050549 35
4-y1}[(2-methylpropoxy)carbonynamino)benzoic acid H3C H 3 C H3C 0 0- Na+
Amixtureof9.3 gof1,1-dimethylethyl4-{[4-(benzyloxy)-2- 5
(methoxycarbonyl)phenyl][(2-methylpropoxy)carbonyl]amino}piperidine-1-carbo
xylate obtained in stage 1.2 and 34.4 ml of 2N NaOH in 57 ml of Me0H is
heated at 100C for 3h 00. The solution is evaporated under reduced pressure
and DCM is added. Drying is carried out over Na2SO4, filtration is carried
out and the solvent is evaporated under reduced pressure to give 8.7 g of
the expected product. 10 Stage 1.4:        1,1-Dimethylethyl
41{4-(benzyloxy)-2-[(3,4-dimethoxybenzyl)carbamoyl]phenylHisobutoxycarbonyl
)amino]piperidine-1-carboxylate HC HC-)-O H3C 



15 Amixtureof6 gofsodiumsaltof5-(benzyloxy)-2-({1-[(1,1-
dimethylethoxy)carbonyl]piperidin-4-y1)[(2-methylpropoxy)carbonyl]amino)ben
zoicacid obtained in stage 1.3 and 4.42 g of DIEA in 250 ml of DMF is
stirred at AT for 15 min. 6.48 g of HBTU are added and the mixture is left
stirring for 30 min. 2.48 g of 20 veratrylamine are added and the reaction
mixture is stirred for 48h 00. It is evaporated under reduced pressure, the
residue is taken up in AcOEt, washed with a saturated  WO
20101109148PCT/FR2010/050549 36 NH4CI solution and with a saturated NaHCO3
solution, dried over Na2SO4 and filtered, and the solvent is evaporated
under reduced pressure. The residue is chromatographed on silica gel,
elution being carried out with an AcOEt/heptane mixture, (20/80, v/v) as
far as (60/40, v/v), to give 7.5 g of expected product. 5 Stage 1.5: 1,1-Di
methylethyl4-[6-(benzyloxy)-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carboxyIate  H3C H3C--)-00 H3C 10
Amixtureof2.5 gof1,1-dimethylethyl44{4-(benzyloxy)-2-[(3,4-
dimethoxybenzyl)carbamoyl]phenyl)(isobutoxycarbonypamino]piperidine-1-carbo
xylate obtained in stage 1.4 and 7.4 g of NaOH in 18.5 ml of DCE is
irradiated under a microwave field at 110C for 30 min. The same reaction is
repeated with 2 other lots of 15 2.5 g of 1,1-dimethylethyl
4-[{4-(benzyloxy)-2-[(3,4-dimethoxybenzyl)carbamoyl]phenyllOsobutoxycarbony
pamino]piperidine-1-carboxylate. The 3 reaction media are combined. The
combined product is taken up in DCM, washed with water, dried over Na2SO4
and filtered, and the solvent is evaporated under reduced pressure to give
6.6 g of expected product. 20 Stage 1.6:
6-(BenzyIoxy)-3-(3,4-dimethoxybenzy1)-1-(piperidin-4-yl)quinazoline2,4(1H,3
14)-dione  WO 2010/109148PCT/FR2010/050549 37        A mixture of 3.5 g of
1,1-dimethylethyl 416-(benzyloxy)-3-(3,4-dimethoxybenzy1)-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carboxylate obtained
in stage 1.5 



5 and 25 ml of TFA in 50 ml of DCM is stirred at AT for 2h 00. The mixture
is neutralized with K2CO3. It is filtered and the filtrate is evaporated
under reduced pressure. The residue is taken up in DCM and washed with a
saturated NaHCO3 solution and then with an 8% NaOH solution. The solution
is dried over Na2SO4 and filtered, and the solvent is evaporated under
reduced pressure to give 2.67 g of the expected product. 10    Stage 1.7:
4-[6-(Benzyloxy)-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-dihydroquinazolin1(2
H)-yl]piperidine-1-carbaldehyde HO 15        A mixture of 0.6 g of
6-(benzyloxy)-3-(3,4-dimethoxybenzyI)-1-(piperidin-4-
yl)quinazoline-2,4(11-1,31-1)-dione obtained in stage 1.7 and 0.113 g of
ammonium formate in 5 ml of ACN is irradiated under a microwave field at
140C for 1h 00. The mixture is filtered and the filtrate is evaporated
under reduced pressure to give 0.62 g of the 20 expected product.  WO
20101109148PCT/FR2010/050549 38 yl]piperidine-1-carbaldehyde Fl,r0 A
mixture of 0.618 g of
4[6-(benzyloxy)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-3,4- 5
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde obtained in stage 1.7,
0.44 g of ammonium formate and 0.124 g of Pd/C (10%) in 10 ml of Et0H
purged beforehand with nitrogen is irradiated under a microwave field at
80C for 2h 00. The mixture is filtered and the filtrate is evaporated under
reduced pressure to give 0.513 g of the expected product. 10    Stage 1.9:
Compound No. 6
{(3-(3,4-Dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4-
tetrahydroguinazolin-6-yl]oxy}acetonitrile HI) cN  15        0.17 g of
413-(3,4-dimethoxybenzy1)-6-hydroxy-2,4-dioxo-3,4-dihydroquinazolin1(2H)-yl
]piperidine-1-carbaldehyde obtained in stage 1.8 and 0.25 g of Cs2CO3 in 3
ml of DMF are stirred for 15 min at AT. 0.056 g of bromoacetonitrile is
added and the reaction mixture is subsequently irradiated under a microwave
field at 100C for 15 min. It is 20 filtered and evaporated under reduced
pressure. The residue is chromatographed on silica gel, elution being
carried out with an Me0H/DCM mixture, (1/99, v/v) as far as (4/96, v/v), to
give 0.112 g of the expected product.  WO 2010/109148PCT/FR2010/050549 39
EXAMPLE 2: Compound No. 3        Preparation of
{(1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-2,4-dioxo1,2,3,4-tetra
hydroquinazolin-6-yl]oxy}acetonitrile H3C 0 



5    Stage 2.1:
1-(1-Acetylpiperidin-4-y1)-6-(benzyloxy)-3-(3,4-dimethoxybenzyl)quinazoline
2,4(1H,3H)-dione  10        0.14 g of acetyl chloride is added to a mixture
of 0.6 g of 6-(benzyloxy)-3-(3,4-
dimethoxybenzy1)-1-(piperidin-4-yl)quinazoline-2,4(1H,3H)-dione obtained
according to stage 1.6 and 0.24 g of NEt3 in 10 ml of DCM cooled to 0C. The
mixture is stirred at AT overnight. It is washed twice with a saturated
NH4C1 solution and filtered, and then the 15 filtrate is evaporated under
reduced pressure to give 0.64 g of the expected product.    Stage 2.2:
Compound No. 2
1-(1-Acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-6-hydroxyquinazoline2,4(
1H,31l)-dione  WO 201 0/1 09148PCT/FR2010/050549 40
Amixtureof0.649of1-(1-acetylpiperidin-4-y1)-6-(benzyloxy)-3-(3,4-
dimethoxybenzyl)quinazoline-2,4(1H,3H)-dione obtained in stage 2.1, 0.44 g
of 5 ammonium formate and 0.1259 of Pd/C (10%) in 10 ml of Et0H purged
beforehand with nitrogen is irradiated under a microwave field at 80C for
2h 00. The mixture is filtered and the filtrate is evaporated under reduced
pressure to give 0.48 g of the expected product. 10Stage 2.3: Compound No.
3        ([1-(1-Acetylpi peridin-4-yI)-3-(3,4-di methoxybenzyl)-2,4-d
ioxo-1,2,3,4- tetrahydrogu i nazol in-6-ylioxy}acetonitri le H3CtO NY 9 cH3
150.12 g of
1-(1-acetylpiperidin-4-y1)-3-(3,4-dimethoxybenzy1)-6-hydroxyquinazoline-
2,4(1H,3H)-dione obtained in stage 2.2 and 0.172 g of Cs2003 in 3 ml of DMF
are stirred for 15 min at AT. 0.0389 of bromoacetonitrile is added and the
reaction mixture is subsequently irradiated under a microwave field at 100C
for 15 min. It is filtered and the filtrate is evaporated under reduced
pressure. The residue is chromatographed on silica 20 gel, elution being
carried out with an Me0H/DCM mixture, (1/99, v/v) as far as (4/96, v/v), to
give 0.094 g of the expected product. EXAMPLE 3: Compound No. 34  



WO 20101109148PCT/FR2010/050549 41
Synthesisof413-(4-chlorobenzy1)-6-(2,2-difluoroethoxy)-2,4-dioxo-3,4
dihydroguinazolin-1(2H)-yl]giperidine-1-carbaldehyde Ht0    5Stage 3.1:
Methyl 5-(2,2-difluoroethoxy)-2-nitrobenzoate        8.53 g of
2,2-difluoroethanol are added to a solution of 17.31 g of methyl
5-fluoro2-nitrobenzoate, 9.64 g of NEt3 and 32.71 g of
2,8,9-triisobuty1-2,5,8,9-tetraaza-1- 10 phosphabicyclo[3.3.3)undecane in
250 ml of anhydrous THF. The mixture is stirred at AT for 30 min. The
solvent is evaporated under reduced pressure. Water is added and extraction
is carried out with AcOEt. The extract is washed with a 1N aqueous HCI
solution, with water and then with a saturated NaCI solution. It is dried
over MgSO4 and filtered, and the solvent is evaporated under reduced
pressure to give 21 g of the 15 expected product. Stage 3.2: Methyl
2-amino-5-(2,2-difluoroethoxy)benzoate  NH2 T -00,CH3 0 2021 g of methyl
5-(2,2-difluoroethoxy)-2-nitrobenzoate obtained in stage 3.1 and 1 g of
Pd/C (10%) in a mixture of 300 ml of AcOEt, 50 ml of Et0H and 5 ml of AcOH
are stirred at AT under a hydrogen atmosphere for 24h 00.       The mixture
is filtered and evaporated under reduced pressure to give 18.69 of the
expected product.  WO 20101109148PCT/FR2010/050549 42 Stage 3.3:
1,1-Dimethylethyl
4-([4-(2,2-difluoroethoxy)-2-(methoxycarbonyl)phenyl]amino}piperidine-1-car
boxylate H3C 



H3C*0 a() H3cr 5          A mixture of 4 g of methyl
2-amino-5-(2,2-difluoroethoxy)benzoate and 6.88 g of 1,1-dimethylethyl
4-oxopiperidine-1-carboxylate obtained in stage 3.2 in 15 ml of AcOH is
heated at 90C for 10 min. It is allowed to cool to AT and 7.3 g of
NaBH(OAc)3 are 10 added. The mixture is left stirring at AT for 12h 00. It
is extracted with AcOEt and the extract is washed with a saturated K2003
solution and then with water. It is dried over MgSO4, filtered and
evaporated under reduced pressure to give 6.63 g of the expected product.
15Stage 3.4:        1,1-Dimethylethyl
4-{carbamoy1[4-(2,2-difluoroethoxy)-2-(metkorycarbony1)-
phenyljaminolpiperidine-1-carboxylate H3C\1 H3C-0 H3C y F10 r NH2 0-CH3
201.95 g of potassium isocyanate in solution of 4 ml of water are added to
a solution of 6.63 g of 1,1-dimethylethyl
4-114-(2,2-difluoroethoxy)-2-(methoxycarbonyl)phenyl]
aminolpiperidine-1-carboxylate obtained in stage 3.3 in 40 ml of AcOH. The
mixture is  WO 2010/109148PCT/FR2010/050549 43 stirred at AT for 12h 00. It
is extracted with AcOEt and the extract is washed with a saturated K2CO3
solution and then with water. It is dried over MgSO4, filtered and
evaporated under reduced pressure to give 6.95 g of the expected product.
5Stage 3.5:         1,1-Dimethylethyl
416-(2,2-difluoroethoxy)-2,4-dioxo-3,4-dihydroguinazolin1(2H)-Apiperidine-1
-carboxylate  H3C H3C--)-00 H3cr  102.5
gof1,1-dimethylethyl4-{carbamoy1[4-(2,2-difluoroethoxy)-2-(methoxy- 



carbonyl)phenyl]amino}piperidine-1-carboxylate obtained in stage 3.4 in
solution in a mixture of 10 ml of dioxane and 5 ml of a 1N aqueous NaOH
solution are irradiated under a microwave field at 130C for 30 min.
Extraction is carried out with AcOEt and the extract is neutralized with a
1N aqueous HCI solution, washed with water, dried over 15 MgSO4, filtered
and evaporated under reduced pressure. The residue obtained is triturated
in an AcOEt/pentane mixture to give the expected product. The same reaction
is reproduced with 2 other lots of 2.5 g of 1,1-dimethylethyl
4-{carbamoy1[4-(2,2-
difluoroethoxy)-2-(methoxycarbonyl)phenyl]aminolpiperidine-1-carboxylate
obtained in stage 3.4 to give, in total, 5.63 g of expected product. 20
Stage 3.6:
6-(2,2-Difluoroethoxy)-1-(piperidin-4-yl)guinazoline-2,4(1H,3H)-dione  44
A solution of 5.63 g of 1,1-dimethylethyl
4-16-(2,2-difluoroethoxy)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carboxylate obtained in stage 3.5
in 70 ml of formic acid is stirred at AT for 2h 00. The solvent is
evaporated under reduced pressure 5 to give 6.13 g of the expected product
in the form of the formic acid salt. Stage 3.7:
4-[6-(2,2-Difluoroethoxy)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-
yl]piperidine-1-carbaldehyde HO 7 10         A mixture of 6.13 g of
6-(2,2-difluoroethoxy)-1-(piperidin-4-yl)quinazoline2,4(1H,3H)-dione
obtained in stage 3.6 and 3.12 g of ammonium formate in 28 ml of ACN and 28
ml of dioxane is irradiated under a microwave field at 140C for 1h 00. The
15 reaction mixture is run into water. The mixture is filtered and the
precipitate is washed with water and then with ether to give 4.47 g of the
expected product.      Stage 3.8: Compound No. 34
443-(4-Chlorobenzy1)-6-(2,2-difluoroethoxy)-2,4-dioxo-3,4-dihydroquinazolin
20 1(2H)-yl]piperidine-1-carbaldehyde  WO 2010/109148PCT/FR2010/050549 45
A mixture of 0.15 g of
416-(2,2-difluoroethoxy)-2,4-dioxo-3,4-dihydroquinazolin1(2H)-yllpiperidine
-1-carbaidehyde obtained in stage 3.7, 0.096 g of 1-(bromomethyl)-4-
chlorobenzene and 0.3 g of Cs2CO3 in 3 ml of DMF is stirred at AT for 1h
00. AcOEt is added and washing is carried out with water and then with a
saturated NaCI solution. The 5 organic phase is dried over MgSO4, filtered
and evaporated under reduced pressure. The residue is chromatographed on
silica gel, elution being carried out with AcOEt, to give 0.116 g of the
expected product. EXAMPLE 4: Compound No. 49 10Synthesis of
4-{343-(cyclopentyloxy)-4-methoxybenzy1]-6-(2,2-difluoro-
ethoxy)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
HO  0.172 g of DIAD is added to a solution of 0.15 g of
416-(2,2-difluoroethoxy)-2,4- 



15 dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde obtained
in stage 3.7, 0.142 g of [4-(cyclopentyloxy)-3-methoxyphenyl]methanol and
0.223 g of PPh3 in 3 ml of anhydrous THF. The mixture is stirred at AT for
12h 00 and then at 60C for 1h 00. It is evaporated under reduced pressure
and the residue is purified on silica gel, elution being carried out with
AcOEt, to give 0.083 g of the expected product. 20 EXAMPLE 5: Compound No.
20 SynthesisofN-([3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-
dioxo-1,2,3,4-tetrahydroquinazolin-6-ylynethyl}acetamide  WO
2010/109148PCT/FR2010/050549 46  o,CH3 9 cH3  5 Stage 5.1: Methyl
2-amino-5-({[(1,1-dimethylethoxy)carbonyl]amino}methyl)benzoate NH2 H3C
00,CH3 HIC>r Y cH,        A mixture of 0.273 g of methyl
5-{Rtert-butoxycarbonyl)amino]methyl)-2- nitrobenzoate, 0.166 g of ammonium
formate and 0.094 g of Pd/C (10%) in 10 ml of Et0H purged beforehand with
nitrogen is irradiated under a microwave field at 120C for 10 5 min. The
mixture is filtered and the filtrate is evaporated under reduced pressure.
The residue is chromatographed on silica gel, elution being carried out
with an AcOEt/heptane mixture, (5/95, v/v) as far as (30/70, v/v), to give
0.2 g of the expected product. 15Stage 5.2:
Benzyl4-([4-({[(1,1-dimethylethoxy)carbonyliamino}methyl)-2-(methoxy-
carbonyl)phenyliamino}piperidine-1-carboxylate  WO
2010/109148PCT/FR2010/050549 47 



A solution of 1.66 g of benzyl 4-oxopiperidine-1-carboxylate and 1 g of
methyl 2-amino-5-({[(1,1-dimethylethoxy)carbonyljamino}methyObenzoate
obtained in stage 5.1 in 20 ml of DCM is added dropwise at AT to a
suspension of 2.04 g of NaBH(OAc)3 in a mixture of 20 ml of DCM and 0.41 ml
of AcOH. The mixture is stirred at AT for 15h 00 5 and then a further 2.04
g of NaBH(OAc)3 are added. After stirring for 6h 00, 1.66 g of benzyl
4-oxopiperidine-1-carboxylate are added and the mixture is stirred at AT
for 48h 00. A saturated NaHCO3 solution is added and extraction is carried
out with DCM. The organic phase is washed with a saturated NaHCO3 solution
and twice with a saturated NH4CI solution. It is dried over Na2SO4 and
filtered, and the filtrate is 10 evaporated under reduced pressure. The
residue is chromatographed on silica gel, elution being carried out with an
AcOEt/heptane mixture, (5/95, v/v) as far as (40/60, v/v), to give 1.6 g of
the expected product. Stage 5.3: 15Benzyl
4-([44{[(1,1-dimethylethoxy)carbonyllamino}methy9-2-
(methoxycarbonyl)phenylllethoxycarbonyl)amino}piperidine-1-carboxylate H3C
0 H3C>r 0H3 0   2.08 g of DIEA and then 1.745 g of ethyl chloroformate are
added to a solution of 20 1.6 g of benzyl
4-{[4-({[(1,1-dimethylethoxy)carbonyllaminolmethyl)-2-(methoxycarbonyl)phen
yllamino}piperidine-1-carboxylate obtained in stage 5.2 in 11 ml of DCM.
The mixture is stirred at AT for 4 days. It is evaporated under reduced
pressure. The residue is taken up in 10 ml of pyridine (10 ml) and 0.7 g of
ethyl chloroformate is added. The mixture is stirred at AT for 4h 00. It is
evaporated under reduced pressure. The 25 residue is chromatographed on
silica gel, elution being carried out with an AcOEt/heptane mixture,
(10/90, v/v) as far as (30/70, v/v), to give 0.875 g of the expected
product.  WO 2010/109148PCT/FR2010/050549 48 Stage 5.4:        Benzyl
443-(3,4-dimethoxybenzy1)-6-({((1,1-dimethylethoxy)carbonyl]amino).-
methyl)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carboxylate
5       A mixture of 0.165 g of benzyl 4-114-({[(1,1-dimethylethoxy)
carbonyl]amino)-
methyl)-2-(methoxycarbonyl)phenylliethoxycarbonypamino}piperidine-1-carboxy
late obtained in stage 5.3 and 0.028 g of LiOH in 5 ml of THF/H20 (70/30)
is stirred at AT for 15h 00. The mixture is subsequently irradiated under a
microwave field at 100C for 10 lh 00. It is filtered and the filtrate is
evaporated under reduced pressure. The residue is taken up in 5 ml of DMF.
0.108 g of DIEA is added and the mixture is stirred at AT for 10 min. 0.159
g of HBTU is added and the mixture is stirred at AT for 30 min. 0.061 g of
veratrylamine is subsequently added and the mixture is stirred at AT for 1h
00. 0.5 ml of DBU is added and the mixture is stirred at AT for 48h 00. It
is evaporated under reduced 15 pressure and the residue is taken up in
AcOEt. The solution is washed 3 times with a saturated NH4C1 solution and
twice with water. It is dried over Na2SO4 and filtered, and the filtrate is
evaporated under reduced pressure. The residue is chromatographed on silica
gel, elution being carried out with an AcOEt/DCM mixture, (10/90, v/v) as
far as (20/80, v/v), to give 0.104 g of the expected product. 20 Stage 5.5:
Benzyl4-[6-(aminomethyl)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-3,4-dihydro-
quinazolin-1(2H)-yl]piperidine-1-carboxylate 



WO 20101109148PCT/FR2010/050549 49        A solution of 0.102 g of benzyl
4-13-(3,4-dimethoxybenzyI)-6-({[(1,1-
dimethylethoxy)carbonyl]amino}methyl)-2,4-dioxo-3,4-dihydroquinazolin-1(21-
0- 5 yllpiperidine-1-carboxylate obtained in stage 5.4 and 0.5 ml of TFA in
9.5 ml of DCM is stirred at AT for 2h 00. A saturated NaHCO3 solution is
added. The organic phase is dried over Na2SO4 and filtered, and the
filtrate is evaporated under reduced pressure to give 0.09 g of the
expected product. 10Stage 5.6:        Benzyl
4-{6-[(acetylamino)methyl]-3-(3,4-dimethoxybenzy1)-2,4-dioxo-3,4-dihydrogui
nazolin-1(2H)-y1}piperidine-1-carboxylate    150.049 g of acetic anhydride
is added to a solution of 0.09 g of benzyl 446-
(aminomethyl)-3-(3,4-dimethoxybenzy1)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)
- yl]piperidine-1-carboxylate obtained in stage 5.5 and 0.09 ml of NEt3 in
3 ml of DCM and the mixture is stirred at AT for 1h 00. DCM is added and
the solution is washed with a saturated NH4CI solution, then with a 1N HCI
solution, then with a 2N NaOH solution and 20 then with water. The organic
phase is dried over Na2SO4 and filtered, and the filtrate is evaporated
under reduced pressure to give 0.104 g of the expected product.  50
Stage 5.7:
N-([3-(3,4-Dimethoxybenzy1)-2,4.dioxo-1-(piperidin-4-0)-1,2,3,4-tetrahydrog
uinazolin-6-yl]methyl}acetamide           A mixture of 0.1 g of benzyl
4-{6-[(acetylamino)methy1]-3-(3,4-dimethoxybenzy1)-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carboxylate obtained
in stage 5.6, 0.016 g of ammonium formate and 0.018 g of Pd/C (10%) in 2 ml
of Et0H purged 10 beforehand with nitrogen is irradiated under a microwave
field at 80C for 30 min. The mixture is filtered and the filtrate is
evaporated under reduced pressure to give 0.077 g of the expected product.
Stage 5.8: Compound No. 20
15N-([3-(3,4-Dimethoxybenzy1)-1-(1-formylpiperidin-4-y1)-2,4-dioxo-1,2,3,4-
tetrahydroguinazolin-6-ylimethyllacetamide Hr A mixture of 0.070 g of
N-{[3-(3,4-dimethoxybenzy1)-2,4-dioxo-1-(piperidin-4-y1)- 20
1,2,3,4-tetrahydroguinazolin-6-ylynethyl}acetamide obtained in stage 5.7
and 0.028 g of ammonium formate in 2 ml of ACN is irradiated under a
microwave field at 140C for 1h 00. The mixture is filtered and the filtrate
is evaporated under reduced pressure. The residue is chromatographed on
silica gel, elution being carried out with an Me0H/DCM mixture, (0.5/99.5,
v/v) as far as (7/93, v/v), to give 0.035 g of the expected product. 



51 The chemical structures and the physical properties of compounds
corresponding to the general formula (I) according to the invention, and
also of some of their intermediates (in particular compounds 32, 55, 120
and 257), are illustrated in the following table.  52 NMR or MASS
IH NMR (500 MHz, DMSO-d6) 8 ppm 1.71(d, 3H) 1.79(brdd, 2H) 2.41(dq, 1H)
2.53(dq, 1H) 2.80(td, 1H) 3.25(t, 1H) 3.70(s, 3H) 3.71(s, 3H) 3.80(d, 1H)
4.31(d, 1H) 4.77(brs, 1H) 5.03(s, 2H) 5.60(q, 1H) 6.83(dd, 1H) 6.85 (d, 1H)
6.98(s, 1H) 7.51(dd, 1H) 7.74(d, 1H) 7.84(d, 1H) 8.03(s, 1H)         'H NMR
(500 MHz, DM80-d6) 8 ppm 1.69(d, 1H) 1.74(d, 1H) 2.05(s, 3H) 2.42(dq, 1H)
2.57(dq, 1H) 2.70(1, 1H) 3.24(1, 1H) 3.70(br s, 3H) 3.71(s, 3H) 3.92(d, 1H)
4.51(d, 1H) 4.69(brs, 1H) 5.02(s, 2H) 6.81(dd, 1H) 6.86(d, 1H) 6.97(d, 1H)
7.21(dd, 1H) 7.44(d, 1H) 7.65(d, 1H) 9.88(brs, 1H)                      1H
NMR (500 MHz, DMSO-d6) 8 ppm 1.71(d, 1H) 1.76(d, 1H) 2.04(s, 3H) 2.41(dq,
1H) 2.56(dq, 1H) 2.70(t, 1H) 3.24(1, 1H) 3.70(s, 3H) 3.71(s, 3H) 3.92(d,
1H) 4.51(d, 1H) 4.73(brs,1 H) 5.04(s, 2H) 5.29(s, 2H) 6.82(dd, 1H) 6.85(d,
1H) 6.98(d, 1H) 7.50(dd, 1H) 7.70(d, 1H) 7.83(d, 1H)
1b1 NMR (500 MHz, DMS0-d6) 8 ppm 1.71(d, 3H) 1.72(d, 2H) 1.77(d, 1H)
2.04(s, 3H) 2.41(qd, 1H) 2.56(dq, 1H) 2.70(d, 1H) 3.24(1, 1H) 3.70(s, 3H)
3.71(s, 3H) 3.92(d, 1H) 4.51(d, 1H) 4.73(brs, 1H) 5.03(s, 2H) 5.60(q, 1H)
6.83(d, 1H) 6.85(m, 1H) 6.98(d, 1H) 7.51(dd, 1H) 7.74(d, 1H) 7.83(d, 1H)
'H NMR (500 MHz, DMSO-c16) 8 ppm 1.75(d, 1H) 1.78(d, 1H) 2.41(qd, 1H)
2.53(qd, 1H) 2.79(td, 1H) 3.25(td, 1H) 3.70(s, 3H) 3.71(s, 3H) 3.80(d, 1H)
4.31(d, 1H)4.72 (brs, 1H) 5.02(s, 2H) 6.82(dd, 1H) 6.86(d, 1H) 6.97(d, 1H)
7.21(dd, 1H) 7.44(d, 1H) 7.66(d, 1H) 8.03(s, 1H) 9.85(brs, 1H)
IH NMR (500 MHz, DMSO-d6) 8 ppm 1.78(d, 1H) 1.81(d, 1H) 2.42(qd, 1H)
2.54(dt, 1H) 2.81(td, 4H) 3.26(dt, 1H) 3.71(s, 3H) 3.72(s, 3H) 3.81(d, 1H)
4.32(d, 1H) 4.77(brs, 1H) 5.05(s, 2H) 5.30(s, 2H) 6.84(dd, 1H) 6.87(d, 1H)
6.99(d, 1H) 7.51(dd, 1H) 7.71(d, 1H) 7.85(d, 1H) 8.04(s, 1H) NOMENCLATURE
2-{[3-(3,4-dimethoxybenzyl)-1-(1- formylpiperidin-4-y1)-2,4-dioxo-
1,2,3,4-tetrahydroquinazolin-6- yl]oxy)propanenitrile
1-(1-acetylpiperidin-4-y1)-3-(3,4- dimethoxybenzy1)-6-
hydroxyquinazoline-2,4(1 H,3H)- dione 1[1-(1-acetylpiperidin-4-y1)-3-(3,4-
dimethwrybenzyl)-2,4-dioxo- 1,2,3,4-tetrahydroquinazolin-6-
ylioxylacetonitrile 2-([1-(1-acetylpiperldin-4-y1)-3-
(3,4-dimethoxybenzyl)-2,4-dioxo1,2,3,4-tetrahydroquinazolin-6-
ylioxy}propenenitrile 4-[3-(3,4-dimethoxybenzy1)-6- hydroxy-2,4-dioxo-3,4-
dihydroquinazolin-1(21-1)- ylipiperidine-1-carbaldehyde
{[3-(3,4-dimethoxybenzyI)-1 -(1-
formylpiperidin-4-yI)-2,4-dioxo1,2,3,4-tetrahydroquinazolin-6-
ylioxy}acetonitrile minionais :oztoorts" }." atm* 



* ox,)50A-AN  ..DOCAN (5 / 00- :*$o--A" 0)." COMPOUND No. x- C4 Ce) it U,
CD  53 NMR or MASS    1H NMR (500 MHz, DMSO-d6) 8 ppm1.69(d, 3H) 1.75(d,
2H) 2.65(td, 2H) 2.87(t, 2H) 3.21(d, 2H) 3.69(s, 3H) 3.70(s, 3H) 4.68(brs,
1H) 5.04(s, 2H) 5.59(q, 1H) 6.84(m, 2H) 6.98(d, 1H) 7.50(dd, 1H) 7.73(d,
1H) 7.80(d, 1H)    1H NMR (600 MHz, DMSO-do) S ppm 1.77(d, 2H) 2.67(dt, 2H)
2.89(t, 2H) 3.23(d, 2H) 3.69(s, 3H) 3.70(s, 3H) 4.69(brs, 1H) 5.05(s, 2H)
5.28(s, 2H) 6.84(m, 2H) 6.99(s, 1H) 7.49(dd, 1H) 7.70(d, 1H) 7.80(d, 1H)
1H NMR (500 MHz, DMSO-do) 8 ppm 1.59(d, 2H) 1.66(d, 3H) 2.04(t, 2H) 2.16(s,
3H) 2.62(dt, 2H) 2.82(d, 2H) 3.66(s, 3H) 3.67(s, 3H) 4.43(brs, 1H) 5.01(s,
2H) 5.54(q, 1H) 6.79(m, 1H) 6.82(d, 1H) 6.95(d, 1H) 7.45(dd, 1H) 7.68(d,
1H) 7.70(d, 1H)    1H NMR (500 MHz, DMSO-dc) 8 ppm 1.85(d, 2H) 2.78(td, 2H)
3.04(t, 2H) 3.33(d, 2H) 3.71(s, 6H) 4.61-4.82(m, 4H) 5.04(brt, 1H ) 5.05(s,
2H) 6.86(m, 2H) 6.99(s, 1H) 7.49(dd, 1H) 7.68(d, 1H) 7.76(d, 1H) 8.05(brs,
1H)    1H NMR (500 MHz, DMSO-d6) 8 ppm 1.76(d, 1H) 1.80(d, 1H) 2.41(qd, 1H)
2.53(qd, 1H) 2.80(td, 1H) 3.25(dt, 1H) 3.70(s, 6H) 3.80(d, 1H) 4.31(d, 1H)
4.61-4.83(m, 5H) 5.02(m, 1H) 5.03(s, 2H) 6.83(dd, 1H) 6.85(d, 1H) 6.97(0,
1H) 7.47(dd, 1H) 7.67(d, 1H) 7.77(d, 1H) 8.03(s, 1H)    1H NMR (500 MHz,
DMSO-d5) 8 ppm 1.70(d, 1H) 1.76(d, 1H) 2.04(s, 3H) 2.41(dq, 1H) 2.56(dq,
1H) 2.70(t, 1H) 3.25(t, 1H) 3.70(s, 3H) 3.71(s, 3H) 3.92(d, 1H) 4.51(d, 1H)
4.61-4.83(m, 5H) 5.02(m, 1H) 5.03(s, 2H) 6.82(dd, 1H) 6.85(m, 1H) 6.97(d,
1H) 7.47(dd, 1H) 7.67(d, 1H) 7.77(d, 1H) NOMENCLATURE
2-{[3-(3,4-dimethoxybenzy1)-2,4- dioxo-1-(piperidin-4-y1)-1,2,3,4-
tetrahydroquinazolin-6- yl]oxy}propanenitrile
{[3-(3,4-dimethoxybenzy1)-2,4- dioxo-1-(piperidin-4-y1)-1,2,3,4-
tetrahydroquinazolin-6- 



yl]oxy}acetonitrile 24[3-(3,4-dimethoxybenzy1)-1-(1-
methylpiperidin-4-y1)-2,4-dioxo1,2,3,4-tetrahydroquinazolin-6-
yl]oxy}propanenitrile 3-(3,4-dimethoxybenzy1)-6-[2-
fluoro-1-(fluoromethypethoxy]-1- piperldin-4-ylquinazoline-
2,4(1H,3H)-dione 413-(3,4-dimethoxybenzy1)-642-
fluoro-1-(fluoromethypethoxy]-2,4- dioxo-3,4-dihydroquinazolin-
1(2H)-Apiperidine-1- carbaldehyde 1-(1-acetylpiperidin-4-y1)-3-(3,4-
dimethoxybenzy1)-642-fluoro-1-
(fluoromethyl)ethoxy]quinazoline2,4(1H,3H)-dione STRUCTURE 1* oLo-A" :0 to
0)."1.0A-AN a .  4- z-5  OH  COMPOUND No. N- .0 0,   Z 



55 NMR or MASS 1H NMR (500 MHz, DMSO-d6) 8 ppm 1.86(d, 2H) 2.83(m, 2H)
3.12(t, 2H) 3.37(m, al) 3.70(s, 6H) 4.76(brs, 1H) 5.03(s, 2H) 6.83(dd, 1H)
6.85(d, 1H) 6.98(d, 1H) 7.21(dd, 1H) 7.44(d, 1H) 7.70(d, 1H) 8.70(brs, 2H)
9.91(s, 1H) 1H NMR (500 MHz, DMSO-d6) 8 pm1.75(d, 1H) 1.78(d, 1H) 1.86(s,
3H) 2.40(qd, 1H) 2.53(qd, 1H) 2.79(t, 1H) 3.25(t, 1H) 3.69(s, 3H) 3.70(s,
31-1) 3.80(d, 1H) 4.29(d, 2H) 4.31(d., 1H) 4.77(brs, 1H) 5.02(s, 2H)
6.80(dd, 1H) 6.85(d, 1H) 6.96(d, 1H) 7.65(dd, 1H) 7.76(d, 1H) 7.96(d, 1H)
8.02(s, 1H) 8.46(t, 1H) 1H NMR (500 MHz, DMSO-d6) 8 ppm 1.89(d, 2H)
2.83-2.92(m, 2H) 3.16(brs, 2H) 3.38-3.42(m, 2H) 3.71(s, 6H) 4.13(brs, 2H)
4.82-4.97(m, 1H) 5.07(s, 2H) 6.83-6.88(m, 2H) 7.00(s, 1H) 7.91-7.99(m, 2H)
8.24(s, 1H) 8.42(br s, 3H) 9.16(brs, 1H) 1H NMR (500 MHz, DMSO-d6) 8 ppm
1.67-1.79(m, 2H) 2.05(s, 3H) 2.36- 2.47(m, 1H) 2.51-2.61(m, 1H) 2.73(t, 1H)
3.27(t, 1H) 3.71(s, 6H) 3.93(d, 1H) 4.11-4.15(m, 2H) 4.52(d, 1H) 4.78(brs,
1H) 5.05(s, 2H) 6.82(d, 1H) 6.86(d, 1H) 6.98(s, 1H) 7.87(s, 2H) 8.24(s, 1H)
8.32(brs, 3H) 1H NMR (500 MHz, DMSO-d6) 8 ppm 1.73-1.83(m, 2H)
2.36-2.45(m., 1H) 2.48-2.57(m, 1H) 2.77-2.84(m, 1H) 3.23-3.29(m, 1H)
3.70(s, 1H) 3.71(s, 3H) 3.81(d, 1H) 4.31(d, 1H) 4.37(d, 2H) 4.77(brs, 1H)
5.04(s, 2H) 6.82(dd, 1H) 6.86(d, 1H) 6.98(d, 1H) 7.67(dd, 1H) 7.78(d, 1H)
7.99(d, 1H) 8.03(s, 1H) 8.16(s, 1H) 8.62(t, 1H) NOMENCLATURE
3-(3,4-dimethoxybenzy1)-6- hydroxy-1-(piperidin-4-
yOquinazoline-2,4(1H,3H)dione hydrochloride
N-{[3-(3,4-dimethoxybenzy1)-1-(1- formylpiperidin-4-0)-2,4-dioxo-
1,2,3,4-tetrahydroquinazolin-6- ylimethyllacetamide 6-(aminomethyl)-3-(3,4-
dimethoxybenzy1)-1-(piperidin-4- yOquinazoline-2,4(1 H,3H)-dione
hydrochloride 1-(1-acetylpiperidin-4-y1)-6- (aminomethyl)-3-(3,4-
dimethoxybenzyl)quinazoline- 2,4(1H,3H)-dione hydrochloride
N-([3-(3,4-dimethoxybenzy1)-1-(1- formylpiperidin-4-y1)-2,4-dioxo-
1,2,3,4-tetrahydroquinazolin-6- yl]methyl}formamide ganionais     `0 1.1
0450-14 10Fl  ce,0 4 6NH  * 



1:JF1 60 -0:10c1/4-1NNH 101-1 or4 i ,. COMPOUND No. 6 t OZ LZ ZZ CZ    57
NMR or MASS 1H NMR (600 MHz, DMSO-d6) mixture of two isomers 8 ppm
1.52-1.62(m, 0.5H) 1.64-1.73(m, 0.5H) 1.75-1.84(m, 1H) 1.84-1.90(m, 1H)
2.54-2.67(m, 1.5H) 3.05(1, 0.51-1) 3.59(t, 0.5H) 3.70(s, 3.5H) 3.70(s, 3H)
3.77(dd, 0.5H) 4.06(t, 0.5H) 4.17-4.27(m, 1F1) 4.31(brs, 0.5H) 4.42(td, 2H)
4.44(brs, 0.5H) 5.04(s, 2H) 6.38(ft, 1H) 6.80-6.84(m, 1H) 6.84-6.88(m, 1H)
6.98(brs, 1H) 7.43(td, 1H) 7.60(brs, 1H) 7.62(d, 0.5H) 7.79(d, 0.5H)
7.99(s, 0.5H) 8.09(s, 0.5H) 1H NMR (500 MHz, DMSO-d6) mixture of two
isomers 6 ppm 1.55-1.65(m, 0.5H) 1.67-1.89(m, 2.5H) 1.99(s, 1.5H) 2.06(s,
1.5H) 2.52-2.65(m, 1H) 3.06(t, 0.5H) 3.30-3.37(m, 0.5H) 3.52(t, 0.5H)
3.70(s, 3H) 3.71(s, 3H) 3.52(t, 0.5H) 3.84(d, 0.5H) 3.91(d, 0.5H) 4.09(t,
0.5H) 4.28(brs, 0.5H) 4.39-4.48(m, 3H) 4.49(brs, 0.5H) 5.05(d, 2H) 6.41(tt,
1H) 6.81-6.89(m, 2H) 6.99(d, 1H) 7.44-7.48(m, 1H) 7.59-7.62(m, 1H) 7.64(d,
0.5H) 7.82(d, 0.5H) 1H NMR (500 MHz, DMSO-d6) mixture of two isomers 8 ppm
2.18-2.27(m, 1H) 2.36-2.46(m, 1H) 3.41-3.48(m, 0.5H) 3.53-3.60(m, 0.5H)
3.63-3.73(m, 1.5H) 3.85-3.95(m, 1.5H) 4.43(td, 2H) 5.06(s, 2H) 5.38-5.45(m,
0.5H) 6.465.54(m, 0.5H) 6.41(tt, 1H) 6.82-6.88(m, 2H) 7.00(s, 1H) 7.46-
7.51(m, 1H) 7.61(d, 1H) 7.66(d, 0.5H) 7.72(d, 0.5H) 8.16(s, 0.5H) 8.20(s,
0.5H) 1H NMR (500 MHz, DMSO-d6) mixture of two isomers 8 ppm1.98(s, 1.5H)
2.04(s, 1.5H) 2.17-2.25(m, 0.5H) 2.27-2.35(m, 0.5H ) 2.57-2.66(m, 1H) 3.40-
3.45(m, 0.5H) 3 56-3.61(m, 0.5H) 3.70-3.78(m, 7.5H) 3.82-3.95(m, 1.5H)
4.48(td, 2H) 5.10(d, 2H) 5.45-5.58(m, 1H) 6.46(tt, 1H) 6.87-6.92(m, 2H)
7.05(dd, 1H) 7.53(td, 1H) 7.66(t, 1H) 7.72 (dd, 1H) NOMENCLATURE
3-[6-(2,2-difluoroethexy)-3-(3,4- dimethoxybenzy1)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)- yflpiperidine-1-carbaldehyde
1-(1-acetylpiperidin-3-y1)-6-(2,2- difluoroethoxy)-3-(3,4-
dimethoxybenzyl)quinazoline2,4(1H,3H)-dione
3-[6-(2,2-difluoroethoxy)-3-(3,4- dimethoxybenzy1)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)- yflpyrrolidine-1-carbaldehyde 



1-(1-acetylpyrrolidin-3-y1)-6-(2,2- difluoroethoxy)-3-(3,4-
dimethoxybenzyl)quinazoline2,4(1H,3H)-dione STRUCTURE oikr0 HiN 06:(Y01
3jki El-10.81a ,,N5) 6 6 '011),N-Lj 4 6 COMPOUND No. CO CV CNI OE E    58
NMR or MASS IH NMR (600 MHz, DMSO-d6) 8 ppm 1.72-1.82(m, 2H) 2.35-2.44(m,
1H) 2.47-2.55(m, 1H) 2.79(td, 1H) 3.25(td, 1H) 3.80(d, 1H) 4.32(d, 1H)
4.42(td,  I H NMR (500 MHz, DMSO-d6) 8 ppm 1.80(dd, 2H) 2.32-2.43(m, 1H)
2.44- 2.52(m, 1H) 2.80(td, 1H) 3.26(dt, 1H) 3.80(brd, 1H) 4.31(br d, 1H)
4.44(td, 2H) 4.78(brs, 1H) 5.09(s, 2H) 6.41(11, 1H) 7.30(dd, 1H) 7.49(dd,
1H) 7.58(d, 1H) 7.60(d, 1H) 7.62(d, 1H) 7.81(d, 1H) 8.03(s, 1H) 



1H NMR (500 MHz, DMSO-d6) 8 ppm 1.72-1.83(m, 2H) 2.32-2.44(m, 1H)
2.45-2.53(m, 1H) 2.80(dt, 1H) 3.25-3.30(dt, 1H) 3.80 (d, 1 H) 4.30 (d,1 H)
4.44 (td, 2H) 4.78(brs, 1H) 5.09(s, 2H) 6.42 (It, 1H) 7.32-7.40(m, 4H)
7.48(dd, 1H) 7.61(d, 1H) 7.81(d, 1H) 8.03(s, 1H) I H NMR (500 MHz, DMSO-d6)
&ppm 1.78(dd, 1H) 2.33-2.42(m, 1H) 2.44- 2.52(m, 1H) 2.80(dt, 1H) 3.26(dt,
1H) 3.79(brd, 1H) 3.84(s, 3H) 4.30(brd, 1H) 4.45(td, 2H) 4.79(brs, 1H)
5.18(s, 2 H) 6.42(11, 1H) 7.43(d, 2H) 7.49(dd, 1H) 7.62(d, 1H) 7.83(d, 1H)
7.91(d, 2H) 8.02(s, 1H) 1H NMR (500 MHz, DMSO-d6) 8 ppm 1.79(dd, 2H)
2.38(qd, 1H) 2.49(qd, 1H) 2.80(dt, 1H) 3.26(dt, 1H) 3.79(d, 1H) 4.31(d, 1H)
4.45(td, 2H) 4.79(brs, 1H) 5.17(s, 2H) 6.42(tt, 1H) 7.40(d, 2H) 7.49(dd,
1H) 7.62(d, 1H) 7.83(d, 1H) 7.88(d, 2H) 8.02(s, 1H) 12.94(brs, 1H) 1H NMR
(500 MHz, DMSO-do) 8 ppm 1.72-1.82(m, 2H) 2.32-242(m, 1H) 2.44-2.54(m, 1H)
2.75-2.83(m, 1H) 3.21-3.29(m, 4H) 3.37-3.45(m, 4H) 3.77(br.d., 1H)
4.29(br.d., 1H) 4.44(td, 2H) 4.78(br.s., 1H) 5.14(s, 2H) 6.41(tt , 1H)
7.35(m, 2H) 7.48(dd, 1H) 7.61(d, 1H) 7.77(m, 2H) 7.81(d, 1H) 8.01(s, 1H)
8.47(t, 1H) NOMENCLATURE
416-(2,2-difluoroethoxy)-2,4-dioxo3,4-dihydroquinazolin-1(2H)-
413-(3,4-dichlorobenzy1)-6-(2,2- difluoroethoxy)-2,4-dioxo-3,4-
dihydroquinazolin-1(211)- yl]piperidine-1-carbaldehyde
4-[3-(4-chlorobenzy1)-6-(2,2- difluoroethoxy)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)- ylipiperidine-1-carbaldehyde Methyl
4-([6-(2,2-difluoroethoxy)-1-
(1-formylpiperldin-4-y1)-2,4-dioxo1,4-dihydroquinazolin-3(21-1)-
ylimethyl}benzoate 4-{[6-(2,2-difluoroethoxy)-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1,4- dihydroquinazolin-3(2H)-
yl]rnethyllbenzoic acid 4-{[6-(2,2-difluoroethoxy)-1-(1-
formylpiperidin-4-y1)-2,4-dioxo-1 A- dihydroquinazolin-3(2H)-ylimethyly
N-(2-methoxyethyl)benzamide gmniondis o o * 0 10JC:1).10-CYAAA CAN 



,ORPI7,41-10NICTQ3 d CAN 0 H. t,,50P-Ad OAH OAH COMPOUND No. ZE  Es 17E 9E
95 LC  59 NMR or MASS 1H NMR (500 MHz, DMSO-d6) 8 ppm 1.76(dd, 2H) 2.37(s,
3H) 2.39- 2.42(m, 1H) 2.50-2.54(m, 1H) 2.77-2.82(m, 1H) 3.19-3.30(m, 1H)
3.70(s, 6H) 3.79(d, 1H) 4.30(d, 1H) 4.76(brs, 1H) 5.02(s, 2H) 6.82(dd, 1H)
6.85(d, 1H) 6.97(d, 1H) 7.60(dd, 1H) 7.71(d, 1H) 7.89(s, 1H) 8.03(s, 1H)
1E1 NMR (500 MHz, DMSO-d6) 8 ppm 1.70-1,80(m, 2H) 2.35-1,45(m, 1H)
2.47-2.56(m, 1H) 2.80(dt, 1H) 3.25(dt, 1H) 3.70(s, 3H) 3.79(brd, 1H)
4.30(brd, 1H) 4.43(td, 2H) 4.77(brs , 1H) 4.96(s, 2H) 6.41(tt, 1H) 6.73(d,
1H) 6.78-6.82(m, 2H) 7.46(dd, 1H) 7.60(d, 1H) 7.79(d, 1H) 8.03(s, 1H) 8.95
(s, 1 H) 1H NMR (600 MHz, DMSO-d6) 8 ppm 1.76(dd, 2H) 2.35-2.45(m, 1H)
2.50- 2.54(m, 1H) 2.79(dt, 1H) 3.25(dt, 1H) 3.68(dt, 2H) 3.70(s, 3H)
3.79(brd, 1H) 3.90(t, 2H) 4.30(brd, 1H) 4.42(td, 2H) 4.75(brs, 1H) 4.77(t,
1H) 5.01(s, 2H) 6.39(tt, 1H) 6.85(m, 2H) 6.97(s, 1H) 7.45(dd, 1H) 7.60(d,
1H) 7.77(d, 1H) 8.02(s, 1H) 1H NMR (600 MHz, DMSO-d6) 8 ppm 1.29(t, 3H)
1.76(dd, 2H) 2.33- 2.45(m, 1H) 2.50-2.56(m, 1H) 2.76-2.82(m, 1H)
3.21-3.31(m, 1H) 3.70(s, 3H) 3.79(brd, 1H) 3.94(q, 2H) 4.30(brd,1 H)
4.41(dt, 2H) 4.75(brs , 1H) 5.01(s, 2H) 6.39(tt, 1H) 6.81-6.86(m, 2H)
6.96(s, 1H) 7.45(dd, 1H) 7.60(d, 1H) 7.77(d, 1H) 8.02(s, 1H) 1H NMR (600
MHz, DMSO-d6) 8 ppm 1.69-1.82(m, 2H) 2.35-2.45(m, 1H) 2.45-2.55(m, 1H)
2.78(t, 1H) 3.21-3.28(m, 1H) 3.61(brs, 2H) 3.70(s, 31-1) 3.78(d, 1H)
4.00(brs, 2H) 4.30(d, 1H) 4.42(t, 2H) 4.75(brs, 1H) 5.01(s, 2H) 6.39(t, 1H)
6.82- 6.88(m, 2H) 6.97(s, 1H) 7.45(d, 1H) 7.59(s, 1H) 7.77(d, 1H) 8.02(s,
1H) NOMENCLATURE 443-(3,4-dimethoxybenzy1)-6- methy1-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)- ylipiperidine-1-carbaldehyde
416-(2,2-difluoroethoxy)-3-(3- 



hydroxy-4-methoxybenzy1)-2,4- dioxo-3,4-dihydroquinazolin-1(2H)-
ylipiperidine-1-carbaldehyde 446-(2,2-difluoroethoxy)-3-[3-(2-
hydroxyethoxy)-4-methoxybenzy1]- 2,4-dioxo-3,4-dihydroquinazolin-
1(2H)-Apiperidine-1-carbaldehyde 446-(2,2-difluoroethoxy)-3-(3-
ethoxy-4-methoxybenzy1)-2,4- dioxo-3,4-dihydroquinazolin-1(2H)-
ylipipeddine-1-carbaldehyde 4-[6-(2,2-difluoroethoxy)-3-[4- methoxy-3-(2-
methoxyethoxy)benzyI]-2,4-dioxo3,4-dihydroquinazolin-1(2H)-
yl]piperidine-1-carbaldehyde ganionais 0 1,)1 HAO 0 OAH 70)0(011)101j
6#9_0...id Ho",,C01,-JU o'LH ( d . 0A ,CJODcroll'N`Itj'd ox" COMPOUND No.
88 68 



017 1/17 Z17  60 NMR or MASS 1H NMR (500 MHz, DMSO-d6) mixture of two
isomers 5 ppm 1.72-1.81(m, 1H) 1.85(brd, 1H) 1.86-2.03(m, 2H) 2.47(brs, 2H)
3.30-3.40(m, 1H) 3.42- 3.52(m, 1H) 3.58-3.64(m, 2H) 3.70(s, 3H) 3.71(s, 3H)
4.42(td, 2H) 4.45(brs, 0.5H) 5.04(brs, 2H) 5.21(brs, 0.5H) 6.40(tt, 1H)
6.78-6.83(m, 1H) 6.86(d, 1H) 6.98(s, 1H) 7.38-7.48(m, 1H) 7.59(brs, 1H)
7.64-7.74(m, 1H) 8.08(brs, 0.5H) 8.12(s, 0.5H) 1H NMR (600 MHz, DMSO-d6) 5
ppm 1.96-2.09(m, 2H) 2.78-2.84(m, 1H) 3.05-3.12(m, 2H) 3.18-3.27(m, 1H)
3.70(s, 3H) 3.71(s, 3H) 5.04(s, 2H) 5.47- 5.53(m, 1H) 6.83(brs, 2H) 6.99(s,
1H) 8.15(dd, 1H) 8.20(d, 1H) 8.47(d, 1H) 1H NMR (600 MHz, DMSO-do) mixture
of two isomers 8 ppm 1.91(s, 1.5H) 1.98(s, 1.5H) 2.14-2.22(m, 0.5H)
2.25-2.32(m, 0.5H) 2.43-2.50(m, 0.5H) 2.52-2.58(m, 0.5H) 3.31-3.39(m, 0.5H)
3.50-3.55(m, 0.5H) 3.63-3.73(m, 7.5H) 3.79-3.87(m, 1.5H) 5.00-5.06(m, 2H)
5.43-5.55(m, 1H) 6.82-6.90(m, 2H) 6.98(d, 1H) 7.84(dd, 1H) 8.17(dt, 1H)
8.43(dd, 1H) 1H NMR (500 MHz, DMSO-d6) mixture of two isomers 5 ppm
2.19-2.27(m, 1H) 2.36-2.43(m, 1H) 3.43-3.47(m, 0.4H) 3.53-3.59(m, 0.6 )
3.62-3.73(m, 1.6H) 3.70(s, 3H) 3.71(s, 3H) 3.84-3.94(m, 1.4H) 5.04(s, 2H)
5.42-5.49(m, 0.41-1) 5.50-5.56(m, 0.6H) 6.86(s, 2H) 6.99(s, 1H) 7.85(d,
0.6H) 7.90(d, 0.4H) 8.15-8.22(m, 2H) 8.45(s, 1H) 1H NMR (600 MHz, DMS0-d6)
5 ppm 1.72-1.79(m, 2H) 1.82(q, 2H) 2.36- 2.44(m, 1H) 2.49-2.55(m, 1H)
2.78(td, 1H) 3.25(td, 1H) 3.51-3.54(m, 2H) 3.70(s, 3H) 3.76-3.80(m, 1H)
3.95(t, 2H) 4.28-4.32(m, 1H) 4.41(td, 2H) 4.47(t, 1H) 4.75(s, 1H) 5.01(s,
2H) 6.39(tt, 1H) 6.81-6.86(m, 2H) 6.96- 6.97(m, 1H) 7.45(dd, 1H) 7.59(d,
1H) 7.77(d, 1H) 8.02(s, 1H) NOMENCLATURE 4-[6-(2,2-difluoroethoxy)-3-(3,4-
dimethoxybenzyI)-2,4-dioxo-3Adihydroquinazolin-1(2H)-
yI]azepane-1-carbaldehyde 3-(3,4-dimethoxybenzy1)-2,4-
dioxo-1-(pyrrolidin-3-y1)-1,2,3,4- tetrahydroquinazoline-6- carbonitrile
1-(1-acetylpyrrolidin-3-y1)-3-(3,4- dimethoxybenzy1)-2,4-dioxo-
1,2,3,4-tetrahydroquinazoline-6- carbonitrile 3-(3,4-dimethoxybenzy1)-1-(1-
formylpyrrolidin-3-y1)-2,4-dioxo- 1,2,3,4-tetrahydroquinazoline-6-
carbonitrile 4-[6-(2,2-difluoroethoxy)-3-[3-(3- hydroxypropoxy)-4-
methoxybenzy1]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-
yl]pipeddine-1-carbaldehyde STRUCTURE aN / 



00- ?-- St *  50-J 1.,C? COMPOUND No. Co cr 1717 817 917 L17  61 SSVY11-10
eliNN 1H NMR (500 MHz, DMSO-d6) 8 ppm 1.78-1.88(m, 2H) 2.34-2.44(m, 1H)
2.46-2.56(m, 1H) 2.80(t, 1H) 3.25(t, 1H) 3.71(s, 6H) 3.80(d, 1H) 4.31(d,
1H) 4.71(brs, 1H) 5.00(s, 2H) 6.83(d, 1H) 6.87(d, 1H) 6.97(s, 1H) 7.37(d,
1H) 7.69(dd, 1H) 7.77(d, 1H) 8.03(s, 1H) 1H NMR (500 MHz, DMSO-d6) 8 ppm
1.5-1.6(m, 2H) 1.63-1.71(m, 3H) 1.68- 1.78(m, 1H) 1.78-1.98(m, 3H)
2.35-2.46(m, 1H) 2.47-2.57(m, 1H) 2.79(dt, 1H) 3.26(dt, 1H) 3.69(s, 3H)
3.79(br.d., 1H) 4.30(br.d., 1H) 4.43(td, 2H) 4.66-4.70(m 1H) 4.76(br s 1H)
5.01(s 2H) 6.41(tt 1H) 6.82- 6.86(m, 2H) 6.96(s, 1H) 7.46(dd, 1H) 7.6(d,
1H) 7.80(d, 1H) 8.03(s, 1H) 1H NMR (500 MHz, DMS0-616) 8 ppm 1.72-1.82(m,
2H) 2.35-2.45(m, 1H) 2.46-2.56(m, 1H) 2.79(td, 1H) 3.25(td, 1H) 3.74(s, 3H)
3.79(d, 1H) 4.31(d, 1H) 4.35(s, 2H) 4.43(td, 2H) 4.76(brs, 1H) 5.00(s, 2H)
6.41(tt, 1H) 6.88- 6.95(m, 3H) 7.31(brs, 1H) 7.37(brs, 1H) 7.46(dd, 1H)
7.59(d, 1H) 7.79(d, 1H) 8.02(s, 1H) 1H NMR (500 MHz, DMSO-d6) mixture of
two isomers 8 ppm 0.92(t, 3H) 1.72-1.82(m, 1H) 2.23(brs, 1H) 2.70-2.77(m,
0.5H) 3.00-3.10(m, 0.5H) 3.12- 3.20(m, 1.5H) 3.44(d, 0.5H) 3.63(dd, 0.5H)
3.69(5, 6H) 3.80(d, 0.5H) 4.04(d, 0.5H) 4.29(d, 0.5H) 4.43(td, 2H)
4.62-4.70(m, 1H) 5.03(s, 2H) 6.41(tt, 1H) 6.80(dd, 1H) 6.85(d, 1H) 6.97(d,
1H) 7.46(dd, 1H) 7.60(d, 1H) 7.64(dd, 1H) 7.97(s, 0.5H) 8.11(s, 0.5H) 1H
NMR (600 MHz, DMSO-d6) 8 ppm 1.85-1.95(m, 4H) 2.18(t, 2H) 2.27- 2.33(m, 1H)
2.34-2.41(m, 1H) 3.70(s, 1H) 3.71(s, 1H) 4.25-4.29(m, 1H) 4.40(td, 2H)
4.50-4.54(m , 1H) 4.55(br.s., 1H) 5.05(s, 2H) 6.38(tt, H) 6.80(d, 1H)
6.85(d, 1H) 6.98(s, 1H) 7.45(dd, 1H) 7.56(d, 1H) 7.58(d, 1H) 8.12(s, 1H)
NOMENCLATURE 4-[5-chloro-3-(3,4-dimethoxy benzyl)-2,4-dioxo-3,4-dihydro
quinazolin-1(21-0-yl]piperidine-1- carbaldehyde 4-{3-[3-(cyclopentyloxy)-4-
methoxybenzy1]-6-(2,2-difluoroethoxy)-2,4-dioxo-3,4- 



dihydroquinazolin-1(21-1)-y1}- piperidine-1-carbaldehyde
2-(5-{[6-(2,2-difluoroethoxy)-1-(1- 1 formylpiperidin-410-2,4-dioxo-1,4-
dihydroquinazolin-3(2H)-yl]- methyl)-2-methoxyphenoxy)- acetamide
446-(2,2-difluoroethoxy)-3-(3,4- dimethoxybenzy1)-2,4-dioxo-3,4-
dihydroquinazolin-1(211)-yl]-3- methylpiperidine-1-carbaldehyde
3-[6-(2,2-difluoroethoxy)-3-(3,4- dimethoxybenzy1)-2,4-dioxo-3,4-
dihydroquinazolin-1(2F1)-y1]-8- azabicyclo[3.2.1]octane-8- carbaldehyde
adnionuis 4-2) ? ON  e..L;60-(ajd ,60.01;61:ei'd t  (DAN do- 0 n- COMPOUND
No. 917 6V 09 r-) 



Zg  62 NMR or MASS 1H NMR (500 MHz, DMSO-d6) mixture of two isomers 8 ppm
1.52-1.63(m, 0.5H) 1.65-1.73(m, 0.5H) 1.74-1.83(m, 1H) 1.87-1.93(m, 1H)
2.54-2.64(m, 1.5H) 3.06(dt, 0.5H) 3.57(t, 0.5H) 3.70(s, 3H) 3.71(s, 3H)
3.79(dd, 0.5H) 4.03(1, 0.5H) 4.20(d, 0.5H) 4.30(d, 0.5H) 4.38(brs, 0.5H)
4.53(brs, 0.5H) 4.99-5.07(m, 2H) 6.84-6.88(m, 2H) 6.98(s, 1H) 7.86(d, 0.5H)
8.01(d, 0.5H) 7.98(s, 0.5H) 8.08(s, 0.5H) 8.14-8.18(m, 1H) 8.44(s, 1H) 1H
NMR (500 MHz, DMSO-d6) mixture of two isomers 8 ppm 1.56-1.66(m, 0.5H)
1.70-1.82(m, 1.5H) 1.87(brd, 1H) 1.97(s, 1.5H) 2.05(s, 1.5H) 2.54(dd, 1H)
3.05(brt, 0.5H) 3.48(t, 0.5H) 3.70-3.72(m, 6H) 3.83(d, 0.5H) 3.94(brd,
0.5H) 4.04(1, 0.5H) 4.33(brs, 0.5H) 4.45(dd, 1H) 4.53(brs, 0.5H) 4.99-
5.07(m, 2H) 6.83-6.87(m, 2H) 6.98(d, 1H) 7.84(d, 0.5H) 8.02(d, 0.5H)
8.16(dt, 1H) 8.44(dd, 1H) 1H NMR (600 MHz, DMSO-d6) 8 ppm 1.73-1.82(m, 2H)
2.36-2.44(m, 1H) 2.44-2.55(m, 1H) 2.79(td, 1H) 3.25(td, 1H) 3.80(brd, 1H)
4.32(brd, 1H) 4624.67(m, 1H) 4.68-4.76(m, 3H) 4.76-4.82(m, 1H) 4.96-5.06(m,
1H) 7.44(dd, 1H) 7.61(d, 1H) 7.73(d, 1H) 8.03(s, 1H) 11.46(brs, 1H) LCMS
rniz [MH1+ 572 NOMENCLATURE 3-(3,4-dimethoxybenzy1)-1-(1-
formylpipeddin-3-y1)-2,4-dioxo1,2,3,4-tetrahydroquinazoline-6- carbonitrile
1-(1-acetylpiperidin-3-y1)-3-(3,4- dimethoxybenzy1)-2,4-dioxo-
1,2,3,4-tetrahydroquinazoline-6- carbonitrile 4-(612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo3,4-dihydroquinazolin-1(211)-
ylipiperidine-1-carbaldehyde 4-{344-(cyclopentyloxy)-3-
methoxybenzy1]-6-[2-fluoro-1- (fluoromethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin1(2H)-yllpiperidine-1- carbaldehyde lienionais
"0:00-cA OH 6- adocii,,Vcd 0A" COMPOUND No. 



CD LO 'cr LCD 99 CO LO  63 NMR or MASS LCMS m/z [MH]+ 492 LCMS m/z [MH]+
492 LCMS m/z [MH]+ 572 LCMS m/z [MH]+ 532 LCMS m/z [MH]+ 516 NOMENCLATURE
443-(3-chlorobenzy1)-642- fluoro-1-(fluoromethypethoxy]- 2,4-dioxo-3,4-
dihydroquinazolin-1(2H)- yl]piperidine-1-carbaldehyde
4-[3-(4-chlorobenzy1)-642- fluoro-1-(fluoromethypethoxy]- 2,4-dioxo-3,4-
dihydroquinazolin-1(21-1)- yl]piperidine-1-carbaldehyde
4-{3-[3-(cyclopentyloxy)-4- methoxybenzy1]-612-fluoro-1-
(fluoromethypethoxy]-2,4- dioxo-3,4-dihydroquinazolin1(2H)-y0piperidine-1-
carbaldehyde 



6-bromo-3-(3,4- dimethoxybenzy1)-1-[1- (hydroxyacetyl)piperidin-3-
yl]quinazoline-2,4(1H,31-1)-dione     -acetylpiperidin-3-yI)-6-
bromo-3-(3,4- dimethoxybenzyl)quinazoline2,4(1H,3H)-dione gdnionuis
10101:40,G ay ("1 ,scri-,4050-Qcd OAH 0AH 6a -0:1:101'NVG Nova  6:0--NYVe
-0 IN COMPOUND No. IS 89 0) IC) 09 1.9    



66 NMR or MASS LCMS mix [MH]+ 558 LCMS m/z [MH]+ 526 LCMS m/z [MH]+ 490
LCMS m/z [MHI+ 493 LCMS mix [MH]+ 481 NOMENCLATURE
141-(cyclopropylcarbonyb- piperidin-3-y1]-3-(3,4-
dimethoxybenzy1)-612-fluoro-1- (fluoromethypethoxy]quinazoline
-2,4(1H,3H)-dione 413-(3,4-dichlorobenzy0-6-[2-
fluoro-1-(fluoromethyl)ethoxy]-
2,4-dioxo-3,4-dihydroquinazolin1(2H)-yl]piperidine-1- carbaldehyde
3-(3,4-dimethoxybenzy1)-6-[2- fluoro-1-(fluoromethypethoxy]-1-
(piperidin-3-yhquinazoline- 2,4(1H,3H)-dione 4-{3-[(6-chloropyridin-3-
yl)methy0-6-[2-fluoro-1-
(fluoromethyhethoxy]-2,4-dioxo3,4-dihydroquinazolin-1(2H)-
y0piperidine-1-carbaldehyde N-{[3-(3,4-dimethoxybenzy1)-1-
(1-formylpyrrolidin-3-y0-2,4- dioxo-1,2,3,4- tetrahydroquinazolin-6-
yl]methyllacetamide 



STRUCTURE ,0 aYa  63Pcd 0. " a_ -r-5 0 az. 6 11-0 CCON Hi) COMPOUND No. EL
17L 9L 9L LL    68 NMR or MASS LCMS m/z [MH]+ 489 LCMS m/z [MH]+ 476  LCMS
m/z [MH]+ 479 



LCMS m/z [MH]+ 475 LCMS m/z [MH]+ 608 NOMENCLATURE
111-(cyclopropylcarbony1)- piperidin-3-y1]-3-(3,4-
dimethoxybenzyI)-2,4-dioxo- 1,2,3,4-tetrahydroquinazoline-6- carbonitrife
3-(3,4-dimethoxybenzy1)-6-[2- fluoro-1-(fluoromethyl)ethoxy]-1-
(pyrroIldin-3-yl)quinazoline- 2,4(1H,3H)-dione
(nyaroxyacetyupipenain-o-yq-z,9- dioxo-1,2,3,4-tetrahydro-
quinazoline-6-carbonitrile 1El-(cyclopropylcarbonyl)
pyrrofidin-3-y1]-3-(3,4- dimethoxybenzyI)-2,4-dioxo-
1,2,3,4-tetrahydroquinazoline-6- carbonitrile
1-{1-Kbenzyloxy)acetyppyrrolidin-3-y1]-6-bromo-3-(3,4-dimethoxy-benzyl)quin
azoline-2,4(1H,3H)- dione STRUCTURE  .0:ocy.N ANd co'cric-N  0  c :>I co d
o - 1)13 60:0-0110A3 RD,o COMPOUND No. 



178 99  98 2.8 89    70 SSVWJO UMW LCMS m/z [MN+ 504 LCMS m/z [MhIj+ 521
LCMS m/z [M+Na]+ 534 LCMS m/z [MH]+ 492 LCMS m/z [M+Na]+ 589 NOMENCLATURE
3-[3-(3,4-dimethoxybenzy1)-642- fluoro-1-(fluoromethyl)ethoxy]-
2,4-dioxo-3,4-dihydroquinazolin1(2H)-yl]pyrrolidine-1- carbaldehyde
N-({141-(cyclopropylcarbony1)- pyrrolidin-3-y1]-3-(3,4-
dimethoxybenzy1)-2,4-dioxo-1,2,3,4- tetrahydroquinazolin-6-
y1}methyl)acetamide 3-(3,4-dimethoxybenzy1)-642-
fluoro-14fluoromethyl)ethoxy]-1- [1-(hydroxyacetyl)pyrrolidin-3-
yl]quinazoline-2,4(1H,3H)-dione 4-(5,7-dichloro-3-(3,4-
dimethoxybenzy1)-2,4-dioxo-3,4- dihydroquinazolin-1(2H)- 



yl]piperidine-1-carbaldehyde 1,1-dimethylethyl 3-{6-
[(acetyIamino)methyI]-3-(3,4- dimethoxybenzyl)-2,4-dioxo-3,4-
dihydroquinazoIin-1(2H)- yI}piperidine-1-carboxyIate gdnionws  6.0c40--N-Lo
0 'OCCI:NLOAcd '46 HO 0 0 0 er,"'10 HAO 0":: (L -hca COMPOUND No. 176 96 96
L6 0)    WO 2010/109148PCT/FR20101050549 72 



74           I`c,   -- g     WO 2010/109148PCT/FR2010/050549 75 MASS LCU
VMS MH+ 



9L9 064 17617 999 617 ZP9 91,9 9LV NOMENCLATURE
4-{3[3-chloro-4-(cyclopentyloxy)benzy1]-642-fluoro-1-(fluoromethypethoxy]-2
,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-(6[2-fluoro-1-(fluoromethypethoxy]-3-(3-fluoro-4-methylbenzy1)-2,4-dioxo-
3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-[3-(3,5-difluorobenzy1)-6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-
dihydroquinazol in- 1(2H)-yl]piperidine-1-carbaldehyde
4-{3[3-chloro-4-(2-methoxyethoxy)benzy1]-612-fluoro-1-(fluoromethypethoxy]-
2,4-dioxo-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
4-{3-[(2-chloropyridin-4-yOmethyl]-6[2-fluoro-1-(fluoromethypethoxy]-2,4-di
oxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethy9ethoxy]-2,4-dioxo-344-(trifluoromethoxy)benzy1
]-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-[3-(3,5-dimethoxybenzy1)-6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4
-dihydroquinazo1in- 1(2H)-yl]piperidine-1-carbaldehyde
4-[313-fluorobenzy1)-6-[2-fluoro-1
-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1 (2H)-
yl]piperidine-1-carbaldehyde danionais oztc, ..c,Jcbcir * 



itXj,"IL-Ortj  % tiZzy:)) oJ        oZar a ,   COMPOUND No.  331, CZ I.
1731- 931. 931. LZ 931. 



WO 201 0/1 09148PCT/FR20101050549 76 +NW SWAR07 SSW! 9LV 9179  Zeg  81.9
ZOg 939 Ogg  NOMENCLATURE
443-(4-fluorobenzy1)-642-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydr
oquinazolin-1(2H)- yl]piperidine-1-carbaldehyde
443-(3,4-diethoxybenzy1)-642-fluoro-1 -(fluoromethypethoxy]-2,4-dioxo-3,4-d
ihydroquinazolin- 1 (2F11-vIlnineridine-1-carbaldehyde
443-(4-ethoxy-3-methoxybenzy1)-612-fluoro-1
-(fluoromethypethoxy]-2,4-dioxo-3,4- dihydroquinazolin-1 (2H
)-ygpiperidine-1 -carbaldehyde 443-(2,3-dimethoxybenzy1)-642-fluoro-1
-(fluoromethyl )ethoxy]-2,4-dioxo-3,4-dihydroquinazolin- 1
(2H)-yl]piperidine-1 -carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-(4-methoxy-3-methylbenzy1)-2,4-dioxo
-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
4-16[2-fluoro-1-(fluoromethy)ethoxy]-2,4-dioxo-344-(trifluoromethypbenzyl]-
3,4- 



dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethyl
)ethoxy]-2,4-dioxo-3-(3-phenoxybenzyI)-3,4-dihydroquinazolin-
(21-1)-yl}piperidine-1-carbaldehyde 4-{642-fluore-1
-(fluommethypethoxy]-344-(3-fluoropropoxy)benzy1]-2,4-d ioxo-3,4- d
ihydroquinazol (2H)-yllpiperidine-1-carbaldehyde adnionais  a2Ntia:)) ) (0
6-0250-:r .0J."501:r a ,4 )) ' 0)  0,1 'oN ONROM00 631. OC  1.1. ZE EC I-
VE ge 



9  WO 2010/109148PCT/FR2010/050549 77 +HIN SINAI707 SSVIN 09 E09 1709 91.9
9917 1799 1769 99 NOMENCLATURE
4-16[2-fluoro-1-(fluoromethypethoxy]-3-(4-nitrobenzy1)-2,4-d
ioxo-3,4-dihydroqu inazolin-1 (2H)- yl}piperidine-1-carbaldehyde
4-16[2-fluoro-1-(fluoromethypethoxy]-3-(3-nitrobenzy1)-2,4-dioxo-3,4-dihydr
oquinazolin-1(21-1)- yl}piperidine-1-carbaldehyde 1-0
-acetylazetidin-3-y1)-3-(3,4-dimethoxybenzy1)-6[2-fluoro-1-
(fluoromethypethoxy]quinazoline-2,4(1 H,3H)-dione
443-(2,5-dimethoxybenzy1)-642-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-d
ihydroquinazol in- 1 (2H)-Apiperidine-1-carbaldehyde  4-ip-v-nuoro-
1-muorometnyuelnoxyk.5-(4-metnoxyDenzyikz,4-a ioxo-4,4-ainyaroquinazoi in-
1 (2H)-yl}piperidine-1-carbaldehyde 



4-{343-(benzyloxy)benzy1]-612-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-d
ihydroquinazolin- 1(211)-yl}piperidine-1-carbaldehyde
4-{3[4-(benzyloxy)-3-methoxybenzy1]-612-fluoro-1
-(fluoromethypethoxy]-2,4-dioxo-3,4- dihydroquinazol in-1
(2H)-yllpiperidine-1-carbaldehyde 443-(3,5-dichlorobenzy1)-642-fluoro-1
-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-
1(2H)-yllpiperidine-1-carbaldehyde STRUCTURE ,10-)) b o`J) Jot))  ir 0)  oT
64 "Anizi:ri  i&ri cro a  COMPOUND No. LC 91. 6 0171,   



3171- Li' L. t717  WO 2010/109148PCT/FR2010/050549 78 +11W SWAR07 SSW!  egg
1,179  999 039  939 NOMENCLATURE
4-{612-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-nitrobenzy9-2,4-dioxo-3
,4- dihydroquinazolin-1(2H)-yllpiperidine-1 -carbaldehyde 4-{6[2-fluoro-1
-(fluoromethypethoxy]-2,4-dioxo-3-{41(trifluoromethyl)sulphanyl]benzyl}-3,4
- dihydroquinazolin-1 (2H)-yl}piperidine-1-carbaldehyde 4-{6[2-fluoro-1
-(fluoromethypethoxy]-2,4-dioxo-3[4-(pyrrolidin-1 -ylmethyl)benzyl]-3,4-
dihydroquinazolin-1(2H)-yl}piperidine-1 -carbaldehyde 1-0
-(cyclopropylcarbonyl)azetidin-3-y1]-3-(3,4-dimethoxybenzy1)-6-[2-fluoro-1
- (fluoromethypethoxy]quinazoline-2,4(1 H,3H)-dione
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-344-(piperidin-1
-ylmethypbenzy1]-3,4- dihydroquinazolin-1(21-1)-yl}piperidine-1
-carbaldehyde 



3-(3,4-dimethoxybenzy1)-6[2-fluoro-1-(fluoromethypethoxy]-141-(hydroxyacety
pazetidin-3- yl]quinazoline-2,4(l H,3H)-dione
eipwozueq0A1.0aw{lA-(HZ)C-oliozeumboipALIIP
1.-oxolp-17'3-0A-17-uppad!dpiwioi- 0-1,-.[Axotna0Ainawaiong)-
vaiong-g1-91)-17
4-{612-fluoro-1-(fluorornethypethoxy]-2,4-dioxo-343-(trifluorornethy9benzyl
]-3,4- dihydroquinazolin-1 (2H)-yl}piperidine-1-carbaldehyde Ramona/us , -
"S&) :ib o dk  a  \-(1_ * a j* oth ) ) 'oN ONROdWOO  9171. LI7 I. 9171.
6171. 091.  391.  



WO 2010/109148PCT/FR2010/050549 79 +HMI SWARD, SSVbII  0617 01.9 ZO9 999
L99 L99 L99 EVC NOMENCLATURE  apAqapiecpeo- vaulpgazeriA-(Hz)(
-thiozeuinbamAulo-Wp-oxolo-i97-FAxoulaliAinawaional-
L-oiona-71-o-liAzueaAxouieuno-Vsl-r1-9
1-{1-[(benzyloxy)acetyl]azetidin-3-y1}-3-(3,4-dimethoxybenzy1)-642-fluoro-1
- (fluoromethyl)ethoxylquinazoline-2,4(1 H,3H)-dione
443-(4-ethoxybenzy1)-642-fluoro-1-(fluoromethypethoxy]-2 ,4-dioxo-3,4-d
ihydroquinazolin- 1(2H)ygpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethyDethoxy]-2,4-dioxo-343-(piperidin-1-ylmethypben
zyl]-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-[3-(morpholin-4-ylmethyl)benzyn-2,4-
dioxo-3,4- d ihydroquinazol in-1(2 H)-yl}piperid ine-1-carbaldehyde
4-{612-fluoro-1-(fluoromethypethoxy]-344-(morpholin-4-ylmethypbenzyl]-2,4-d
ioxo-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde 



4-{6[2-fluoro-1-(fluoromethypethoxy]-313-(2-(morpholin-4-ypethoxy)benzyl]-2
,4-dioxo-3,4- dihydroquinazol in-1(2 H)-yl}piperidine-1-carbaldehyde
4-{642-fluero-1
-(fluoromethypethoxy]-3-(4-(morpholin-4-yObenzyl)-2,4-diexe-3,4-
dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde ammaneus t_ a F 0,_'t1
oJ a 9-0-Zoo)) o (obi? yro-,L,NY5or:? ; 0   .5)  'oN ONR0d14100  C91, t794
994 991, L94 994 691- 094 



WO 2010/109148PCT/FR2010/050549 80 MASS LCU VMS MH+ 9617 959 6817 055,  VCS
I'D; 9E9 L39 NOMENCLATURE  413-(1
-benzofur-6-ylmethyl)-6[2-fluoro-1-(fluoromethy)ethoxy]-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde 1,1-dimethylethyl
444-({642-fluoro-1-(fluoromethyl)ethoxy]-1-(1-formylpiperidin-4-y1)-2,4-dio
xo- 1,4-dihydroquinazolin-3(2H)-yl}methyObenzylipiperazine-1 -carboxylate
4-{612-fluoro-1-(fluoromethypethoxy]-3-[(6-methoxypyridin-3-yOmethyl]-2,4-d
ioxo-3,4- dihydroquinazolin-1(2H)11}piperidine-1 -carbaldehyde
4-{3[3-chloro-4-(l-methylethoxy)benzyl]-642-fluoro-1-(fluoromethypethoxy]-2
,4-dioxo-3,4- dihydroquinazolin-1(21-0-yl}piperidine-1-carbaldehyde
4-1.3-(biphenyl-4-ylmetly1)-ti-12-tluoro-1-(tluoromettly0etnoxy.1-2,4-aioxo
-i,4-ainyaroquinazoiin- 1(2H)-yl]piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethypethoxy]-314-(methylsulphanyObenzyl]-2,4-dioxo-
3,4- 



dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethyl)ethoxy]-2,4-d
ioxo-3-(4-(pyridin-3-yl)benzy1)-3,4-dihydroqu inazolin-
1(2H)yl}piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(3-(pyrrolidin-1-yObenzy1)
-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde adnionals eik:?
No?kici c_N 0 )." aiXicij5at' )Cx):Zarx:' 0,J %_. * *  * ;    COMPOUND No.
1.91. Z91. E91. 1791.  991. 991. 



L91 991.  WO 2010/109148PCT/FR2010/050549 81 MASS LCUVMS MH+ 909 09 0179
OL9 9E9 99 9 L9 0179 NOMENCLATURE
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-3-(4-fluoro-3-methoxybenzy1)-2,4-diox
o-3,4- dihydroquinazolin-1(2H)-Apipendine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-methylbenzy1)-2,4-dioxo
-3,4- dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-314-methy1-3-(trifluoromethyl)benzyl]-
2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yliciperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethyl)ethoxy]-3-{4-[(4-methylpiperazin-1-yl)methyli
benzyll-2,4-dioxo-
3,4-dihydroquinazolin-1(21-1)-y1}piperidine-1-carbaldehyde
4-[3-{4-(cyclopentyloxy)-3[2-fluoro-1-(fluoromethypethoxy]benzy1}-6-[2-fluo
ro-1-
(fluoromethyl)ethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1
-carbaldehyde
3[3,4-bis(cyclopentyloxy)benzy1]-1-(1-ethenylpipendin-410-6-[2-fluoro-1- 



(fluoromethyDethoxylquinazoline-2,4(1 H,3H)-dione
2[2-(cyclopentyloxy)-5-({642-fluoro-1-(fluoromethypethoxy]-1-(1
-formylpipendin-4-y1)-2,4-
dioxo-1,4-dihydroquinazolin-3(2H)-yllmethyl)phenoxy]acetamide
4-{6[2-fluoro-1-(fluoromethypethoxy]-343-(5-methy1-1,2,4-oxadiazol-3-yObenz
yg-2,4-dioxo-3,4- dihydroquinazolin-1(21-1)-yl}piperidine-1-carbaldehyde
STRUCTURE itoocits Lo  A II ahat' to  eattc o iSi;oy -4- ;oar COMPOUND No.
69 L OG L  ZL L EL L 17L 9L 9L L  WO 2010/109148PCT/FR2010/050549 82 



WO 2010/109148PCT/FR20101050549 83   WO 2010/109148PCT/FR2010/050549 84
WO 2010/109148PCT/FR2010/050549 85 +HMI SWADO7 SSIRN 9E9 999 149 899 899
999 9L9 179 NOMENCLATURE
4-{612-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(pyridin-4-yl)benzy1)-3
,4-dihydroquinazolin- 1(2H)-yllpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethynethoxy]-2,4-dioxo-344-(piperazin-1-ylmethyOben
zyll-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde 



4-{6[2-fluoro-1 -(fluoromethypethoxy]-3-[(1 -methyl-1
H-indo1-6-yOrnethyl]-2,4-dioxo-3,4-
dihydroquinazolin-1(21-1)-yl}piperidine-1-carbaldehyde
4-{3-[3-chloro-4-(difluoromethoxy)-5-methoxybenzy1]-642-fluoro-1-(fluoromet
hypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-(3[2-(difluoromethoxy)-3-ethoxybenzy1]-612-fluoro-1-(fluoromethypethoxy]-
2,4-dioxo-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
4-{344-(cyclopropylmethoxy)-3-methoxybenzy1]-642-fluoro-1-(fluoromethypetho
xy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
244-({612-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2,4-diox
o-1,4-
dihydroquinazolin-3(2H)-yl}methyl)-2-methoxyphenoxy]-N-methylacetamide
4[3-(bipheny1-3-ylmethyl)-642-fluoro-1-(fluoromethyOethoxy]-2,4-d
ioxo-3,4-dihydroquinazolin- 1 (2H)-yl]piperidine-1-carbaldehyde STRUCTURE /
,o s t? odJ  2L.(7:r oJ  *OANAC'C' Cc * 025cr:? oJ  v)   COMPOUND No. I. 03



ZOZ EOZ VOZ gOZ 903 LOZ 803  WO 20101109148PCT/FR2010/050549 86   WO
2010/109148PCT/FR2010/050549 87 +NW SWAIM SSW! 129 9E9 VZ9 EV9 9V9 999  C
U) NOMENCLATURE
4-{344-(difluoromethoxy)benzy1]-642-fluoro-14fluoromethyl)ethoxy]-2,4-dioxo
-3,4- 



dihydroquinazoIin-1(2H)-yllpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-[(6-methoxynaphth-2-yl)methyl]-2,4-d
ioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-313-(1H-pyrazol-1-yl)benzyl
]-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaIdehyde
4-{642-fluoro-1-(fluoromethy9ethoxy]-3-(3-(morpholin-4-yObenzyl)-2,4-dioxo-
3,4- dihydroquinazolin-1(21-1)-y1}piperidine-1-carbaldehyde
443-{442-(dimethylamino)ethoxylbenzy1}-6[2-fluoro-1-(fluoromethypethoxy]-2,
4-dioxo-3,4- dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-313-(2-methy1-1,3-thiazol-4-yObenzyl]
-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{3-[4-(1H-benzimidazol-1-yObenzyl]-642-fluoro-1-(fluoromethypethoxy]-2,4-
dioxo-3,4- dihydroquinazolin-1(21-1)-yl}piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-343-methoxy-4-(2-methylpropoxy)benzy1]
-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
minionais il.-0114):50AC 44 ohoACJ -o-o-thcth C5 C) , 2-5 0-01501r *
ce,-01Zar j 53'250'Y 



o) ONROdM100 L 912 612 OZZ 12Z ZZZ EZZ VZZ  WO 2010/109148PCT/FR2010/050549
88   WO 201 0/1 09148PCT/FR2010/050549 89 +MN SWAR07 SSVW 9E9 9[9 Z99 9L9
LO9 81.9 Z[9 8Z9 



NOMENCLATURE
443-(3,4-dimethoxybenzy1)-7-fluoro-642-fluoro-1-(fluoromethy4)ethoxy]-2,4-d
ioxo-3,4- dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
4-[3-{4-[(1-acetylpyrrolidin-3-y0oxy]-3-methoxybenzy1}-642-fluoro-1-(fluoro
methyl)ethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
4-{3[3-chloro-4-(cyclopropylmethoxy)benzy1]-642-fluoro-1-(fluoromethypethox
y]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{3[3-chloro-4-(cyclobutylmethoxy)benzy11-642-fluoro-1-(fluoromethypethoxy
]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{6-[2-fluoro-1-(fluoromethypethoxy]-343-(morpholin-4-ylsulphonyl)benzyl]-
2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-[3-(3,4-diethoxybenzy1)-6-(difluoromethoxy)-2,4-dioxo-3,4-dihydroquinazol
in-1(2H)- yllpiperidine-1-carbaldehyde
443-{4-[(4-fluorobenzyl)oxy]-3-methoxybenzy1}-612-fluoro-1-(fluoromethyl)et
hoxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
443-{4-[(4-chlorobenzypoxy]-3-methoxybenzy1}-642-fluoro-1-(fluoromethypetho
xy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
aunionais 0, oJ da5Ort))  * 250Ar 0,2 ci 2-3D ;.:01:tht co  



)Toi'cxY 9   'oN GNROdM100 EEZ  gEZ 9EZ LEZ 8EZ 623 OVZ  WO
2010/109148PCT/FR2010/050549 90 MASS LCU VMS MH+ 91.9 839 0179 Ze9  13617
99 81.9 999 



NOMENCLATURE
443-(1,3-benzothiazol-6-ylmethyl)-612-fluoro-1-(fluoromethyl)ethoxy]-2,4-di
oxo-3,4- dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
443-{4-[(3-chlorobenzypoxy]-3-methoxybenzy1}-6-[2-fluoro-1-(fluoromethyl)et
hoxy]-2,4-diaxo- 3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluorornethyDethoxy]-2,4-dioxo-3-(3-(thiophen-3-Abenzyl)-3
,4- dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
443-(3,4-diethoxybenzy1)-6-(2,2-difluoroethoxy)-2,4-dioxo-3,4-dihydroquinaz
olin-1(2H)- yl]piperidine-1-carbaldehyde  yl]piperidine-1-carbaldehyde
443-{412-(2,3-dihydro-1H-indol-1-y1)-2-oxoethoxy]-3-methoxybenzy1}-642-fluo
ro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
446-(2,2-difluoroethoxy)-3-(4-ethoxy-3-methoxybenzy1)-2,4-dioxo-3,4-dihydro
quinazolin-1(2H)- ylipiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-(pyridin-3-yObenzy0-2,4
-diox0-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde amlonuis
C5 INLiat \ / r0R0 TS 03 or $ 50-tr:r Y 



ocix-A ) 6 a_  ni.XjAC' a 'oN ONROdINO0 1,17Z 3173 173 17173  Q177.  9173
L173 817Z  WO 2010/109148PCT/FR2010/050549 91 +14W Slit!Anal sstriv 91-9
Z99 639'  999 399 



171.9 91-9 NOMENCLATURE methyl
4-({6[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2,4-dioxo-
1,4- dihydroquinazolin-3(2H)-yl}methyObenzoate
443-{4-[(3,4-dichlorobenzypoxy]-3-methoxybenzy11-6-[2-fluoro-1-(fluoromethy
pethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-343-methoxy-4-(2-oxo-2-(piperldin-1-yp
ethoxy)benzyl]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
.1.-11J-Lt-IlUln Li- I -k I IL/U1 till re LI iyi LI IVAynrk 0-1 I ICU
luny-irkpp II I I lull i-o-yi pie! icytrc,m.-ulUAtJ-O,'-l-
dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethy9ethoxy]-3-[(4'-fluoro-2-methoxybipheny1-4-yl)m
ethyl]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{343-ethoxy-4-(thiophen-2-ylmethoxy)benzy1]-612-fluoro-1-(fluoromethypeth
oxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
443-(3,4-diethoxybenzy1)-6-(2-fluoroethoxy)-2,4-dioxo-3,4-dihydroquinazolin
-1(21-1)- yl]piperidine-1-carbaldehyde
443-(3,4-dimethoxybenzy1)-643-fluoro-2-hydroxypropoxy)-2,4-dioxo-3,4-dihydr
oquinazolin- 1(2I-1)-yl]piperidine-1-carbaldehyde 3anionais o  tar-ric  oJ
or 



A*02,:b-o-cd a oicxX550-:)) r   .oN ONROdWOO 643 093   393 E9Z 1793 993 993
WO 2010/109148PCT/FR2010/050549 92 MASS LCU VMS MH+ 6Z17 91.9 9E9 OL9 ZOg 



6E9 0E9 17179 NOMENCLATURE 1,1-dimethylethyl
4-({412-fluoro-1-(fluoromethypethoxy]-2-
(methoxycarbonyOphenyllamino)piperidine-1-carboxylate
443-(3,4-dimethoxybenzy1)-612-fluoro-1-(hydroxymethyOethoxy]-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-yl]piperidine-1 -carbaldehyde
4-(6[2-fluoro-I-(fluoromethypethoxy]-2,4-dioxo-343-(1H-pyrazol-1-ylmethyObe
nzyl]-3,4- dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy1-3-(3-methoxy-4-(thiophen-2-yObenzy1)-2
,4-dioxo-3,4- dihydroquinazolin-1(21-0-y1}piperidine-1 -carbaldehyde
4-({6[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2,4-dioxo-
1,4- dihydroquinazolin-3(2H)-yl}methyObenzoic acid
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-343-(1H-1,2,4-triazol-1-ylm
ethyl)benzyll-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
(2R)-242-(cyclopentyloxy)-5-({6124luoro-1-(fluoromethypethoxy]-1-(1-formylp
iperidin-4-y0-2,4-
dioxo-1,4-dihydroquinazolin-3(21-9-yllmethyl)phenoxylpropanoic acid
4-{6[2-fluoro-Hfluoromethypethoxy]-3-[(1-methyl-3-(thiophen-210-1H-pyrazol-
5-yOmethy11-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaidehyde
STRUCTURE   ON 0 :3 * 0 6 oj o  205arr 



a a 0 V'Cd cc  kr:tilt-DA-CA 6 a ,, Nfro-iNcbacrs 0 a 0, ONROdWOO L93 293
693 093  393 E93 1793  WO 20101109148PCT/FR2010/050549 93 +NW SINAI107
SSVIN 6E9 149 ZE9 099 3E9 



0179 L179 899 NOMENCLATURE
4-{6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-344-(1H-1,2,4-triazol-1-ylm
ethyl)benzyl]-3,4- dihydroquinazolin-1(2H)-yllpipeddine-1-carbaldehyde
4-({6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2,4-dioxo
-1,4-
dihydroquinazolin-3(2H)-yllmethyl)-N-(2-(morpholin-4-yflethypbenzamide
4-{6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(5-(thiophen-3-y1)-1,2,4
-oxadiazol-3-
yOmethyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethypethoxy]-3-[(4-methyl-2-phenylpyrimidin-5-yOrne
thy11-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yllpiperidine-1 -carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(5-(thiophen-2-y0-1,2,4-o
xadiazol-3-
yOmethyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-344-(5-methy1-1,2,4-oxadiazol-3-yObenz
y11-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(2-(thiophen-2-y1)-1,3-th
iazol-4-yl)methyl]-
3,4-dihydroquinazolin-1(211)-yl}piperidine-1-carbaldehyde
4-{6-[2-fluoro-1-(fluoromethypethoxy]-3-(2-fluoro-4-(thiophen-2-yObenzy1)-2
,4-dioxo-3,4- dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
STRUCTURE Na 40 0 \Th. . oJ   Oz 



CLCO,.1-101r a 03  ' 'oN CINI10cM100 99? 99? L9Z 89? 69? OLZ LLZ ZLZ  WO
2010/109148PCT/FR2010/050549 94   WO 201 0/1 09148PCT/FR2010/050549 95 +NW
SMIARO7 SSWII 869 049 919 1-E9 



171.9 9E9 17179 1479 NOMENCLATURE
4-{6{2-fluoro-1-(fluoromethypethoxy]-3-(imidazo[1,2-a]pyridin-7-ylmethyl)-2
,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{6f2-fluoro-1-(fluoromethypethoxy]-314-(3-methy1-1,2,4-oxadiazol-5-yObenz
yl]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
[2-(cyclopentyloxy)-5-({642-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperi
din-4-y1)-2,4-dioxo- 1,4-dihydroquinazolin-3(2H)-y1}methyl)phenoxylacetic
acid
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(5-(thiophen-2-ypisoxazol
-3-yl)methyl]-3,4- dihydroquinazolin-1(2H)11}piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(thieno[2,3-b]pyridin-2-yl
methyl)-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(6-phenylpyridin-3-yOmeth
yl]-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethypethoxy]-3-[(6-(morpholin-4-yl)pyridin-3-yl)met
hyl]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)11}piperidine-1-carbaldehyde
4-{6f2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-34(2-pheny1-1,3-thiazol-4-yO
methyl]-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde ganionais
c-o-;e,i5cAr e) p 4 0),,f10-:r ,IA I,- . * c,J."Jo IC," 6 o 



c 0  oJ 4 Cfm-tr- (5 ittAr xn.l5cArd 0  05)  34.37.-thr 'oN CINROdWOO L83
ZSZ  1783 983 993 L83 883    WO 2010/109148PCT/FR2010/050549 97 MASS LCUVMS
299 



L89 989 029 CV9 09 9E9 9E9 NOMENCLATURE
4-{7-fluoro-6E2-fluoro-1-(fluoromethyl)ethoxy]-2,4-dioxo-3-(4-(thiophen-2-y
Obenzy1)-3,4- dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
4-{642-fluoro-1-(fluoromethyl)ethoxy]-313-methoxy-4-(morpholin-4-ylmethyObe
nzyn-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
4-{612-fluoro-1-(fluoromethyl)ethoxy]-343-methoxy-4-(piperidin-1-ylmethyObe
nzyl]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
443-{4-[(3,4-dichlorobenzyl)oxy]-3-methoxybenzy11-7-fluoro-642-fluoro-1-(fl
uoromethypethoxy1-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
2[2-(cyclopentyloxy)-5-({642-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiper
idin-4-y1)-2,4-
dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyl)phenoxy]-N-ethylacetamide
(2S)-242-(cyclopentyloxy)-5-({642-fluoro-1-(fluoromethypethoxy1-1-(1-formyl
piperidin-4-y1)-2,4-
dioxo-1,4-dihydroquinazolin-3(2H)-y1}methyl)phenoxy]propanoic acid
413-(3-fluoro-4,5-dimethoxybenzy1)-642-fluoro-1-(fluoromethyl)ethoxy]-2,4-d
ioxo-3,4- dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
413-(2-fluoro-4,5-dimethoxybenzy1)-642-fluoro-1-(fluoromethynethoxy]-2,4-di
oxo-3,4- dihydroquinazolin-1(2H)-yqpiperidine-1-carbaldehyde STRUCTURE  _  



!.  " -Th4L:1* otht' 6 a 2501'(, 6 a oaar cJ5  Ci5 COMPOUND No. L63 863 663
00E 1,0 ZOE COE VOL  WO 2010/109148PCT/FR20101050549 98   WO
2010/109148PCT/FR2010/050549 99 MASS LCU VMS MH+ 



1709 6[9 99 119 [L9 E99 699 ZE9 NOMENCLATURE
3-(3,4-dimethoxybenzy1)-642-fluoro-1-(fluoromethypethoxy]-1-(6-oxopiperidin
-3-yOquinazoline- 2,4(1H,31-1)-dione
4-{6[2-fluoro-1-(fluoromethyl)ethoxy]-3-[(5-methoxy-1-methyl-4-oxo-1,4-dihy
dropyridin-2-
yOmethyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyd
e
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxyl-3-([6-(3-methoxyphenyOpyridin
-3-Amethyl}-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-{[6-(2-fluorophenyl)pyridin
-3-Amethyl}-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-([6-(4-fluorophenyOpyridin-
3-ylimethyll-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxyl-3-{[6-(4-methoxyphenyppyridin
-3-Amethyl}-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)11}piperidine-1-carbaldehyde
4-(7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-[(6-(thiophen-2-y
Opyridin-3-
yOmethyl]-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{313-ethoxy-4-(thiophen-2-ylmethoxy)benzy1]-7-fluoro-642-fluord-1-(fluoro
methypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(21-1)-y1}pipeddine-1-carbaldehyde STRUCTURE
-o I-z oxpwur 



I LL NIL/CO n -" t'J kCri Co s oJ  t ftoj   t5(k-cx:rid &a?Lcc-c oJ
-c-tat-3 COMPOUND No.  171.9 9LE 9IE L 91. 6[9 OZE  WO 201 0/1
09148PCT/FR2010/050549 100 +MN SINAR07 SSW! 



999 V99 399 L179 1.89 899 9179 09 NOMENCLATURE
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxyl-344-(1
-methy1-1H-pyrazol-3-yObenzyn-2,4-dioxo-
3,4-dihydroquinazolin-1(2H)-Apiperidine-1 -carbaldehyde
4-{7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3-(4-(pyrimidin-5-
Abenzy0-3,4- dihydroquinazolin-1(2H)-y0piperidine-1-carbaldehyde
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-[(1-methyl-3-(thiophen-2-y0
-1H-pyrazol-5-
yOrnethyl]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y0piperidine-1-carbaldehyd
e
4-17-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-343-methoxy-4-(2-oxo-2-(piper
id -
y0ethoxy)benzy1]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carb
aldehyde
4-[3-{4-[2-(2,3-dihydro-1H-indo1-1-y0-2-oxoethoxy]-3-methoxybenzy0-7-fluoro
-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-344-(5-methy1-1,2,4-oxadiazol
-3-Abenzyl]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
443-14-[(3-chlorobenzy0oxy]-3-methoxybenzy1}-7-fluoro-642-fluoro-1-(fluorom
ethypethoxy1-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde
443-{[6-(3,5-dichloropheny0pyridin-3-Amethyl}-642-fluoro-1-(fluoromethypeth
oxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-Apiperidine-1 -carbaldehyde
minionals , 40 0,c1CC:C4 a 



oJ  pittcc s(5 el bo-tocx-  As &cc T 6 * "" olli:Lja:ri 'ON ONROdM100  ZZE
EZE t7Z 93 93 LZE   WO 2010/109148PCT/FR2010/050549 101   WO 201 0/1
09148PCT/FR2010/050549 102 +NW 



sminnol SSV141 L 99 499 Z69 LE9 EV9 1799 VZL 389 NOMENCLATURE
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-(4-(morpholin-4-yObenzy1)-2
,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-(7-fluoro-6[2-fluoro-1-(fluoromethyl)ethoxy]-3-(3-methoxy-4-propoxybenzy1
)-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
44344-0
H-benzimidazol-1-yObenzyg-7-fluoro-642-fluoro-1-(fluoromethypethoxy1-2,4-di
oxo- 3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
5-({7-fluoro-6-[2-fluoro-1 -(fluoromethypethoxy]-1 -(1
-formylpiperidin-44)-2,4-dioxo-1 ,4- d ihydroquinazolin-3(2H
)-yl}methyl)-2-methoxybenzonitrile 3-(3,4-dimethoxybenzy1)-6[2-fluoro-1
-(fluoromethypethoxy]-1 -(1 -formylpipendin-4-yI)-2,4- dioxo-1
,2,3,4-tetrahydroquinazoline-7-carbonitrile
413-(4-bromobenzy1)-7-fluoro-642-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,
4- dihydroquinazolin-1(21-1)-yl]pipendine-1-carbaldehyde apAippieqmo-
L-au!PPed!d[14-(HZ) L-upozeumboipALIP-VE-oxo!P-VZ-VxogIa(pCinewoionli)
-1,-wor1B-Z1-9-wong-L-{jAzuaq(iixoLlleAxoille111-3)-E-Vx004zuaqoiolipip-qt)
]-0-2]-17
4-(3[4-(benzyloxy)benzy1]-7-fluoro-642-fluoro-1-(fluoromethypethoxy]-2,4-di
oxo-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde gamoneus 



* ,OA 0),N)D50::Cd * cA,)V:r A ,-zJKy / 0 0- o z z o 8 2-z LI-  oc OAR 'oN
ONROdINO0 LEE BCE GEE OVE LbE ZVE EVE VVE  



103 MASS LCU VMS MH+ 1769 Z6t7 029 1792 ZL 499 099 1799 NOMENCLATURE
443-14-[(3,4-dichlorobenzypoxy]-3-ethoxybenzy1}-7-fluoro-642-fluoro-1-(fluo
romethypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2F1)-yllpiperidine-1-carbaldehyde
4-(7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-(4-hydroxybenzy1)-2,4-dioxo
-3,4- dihydroquinazolin-1(21-1)-yl}piperidine-1-carbaldehyde
443-{4-[(3,4-dichlorobenzypoxy]benzy1}-7-fluoro-642-fluoro-1-(fluoromethype
thoxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-Apipeddine-1-carbaldehyde
4-{7-fluoro-343-(2-fluoroethoxy)-4-hydroxybenzy1]-612-fluoro-1-(fluoromethy
l)ethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
413-{41(3,4-dichlorobenzyl)oxy]-3-(2-fluoroethoxy)benzy1}-7-fluoro-642-fluo
ro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
413-{4-[(2-chloro-4-fluorobenzypoxy]-3-methoxybenzy1}-7-fluoro-612-fluoro-1
-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
443-{4-[(2,4-dichlorobenzypoxy]-3-methoxybenzy1}-7-fluoro-642-fluoro-1-(flu
oromethypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]pipeddine-1-carbaldehyde
443-0-[(2-chloro-6-fluorobenzyl)oxy]-3-methoxybenzy1}-7-fluoro-642-fluoro-1
- 



(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde adnionals         )50'NYte-Cd :co 0 0 z0 u. u. Is- C 5 g 0
j1-40 lak ;N dd H . 5 5 tb 00 z 0- u. 5 q a . 0_ u. R_D 00 lotk 



'oN ONROdlN00 217C 9172 Lt72 917 617 092 1.92 392  104 MASS LCU VMS MR+ 089
9179 0E9 059 9L9 089 9LV 089 NOMENCLATURE
443-(4-1(2,6-dichlorobenzypoxy]-3-methoxybenzy1}-7-fluoro-6-12-fluoro-1-(fl
uoromethypethoxy1-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
443-{4-[(2-chlorobenzypoxy]-3-methoxybenzy1}-7-fluoro-642-fluoro-1-(fluorom
ethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde 



4-17-fluoro-3-{4-[(2-fluorobenzypoxy]-3-methoxybenzyl}-642-fluoro-1-(fluoro
methyl)ethoxy]-2,4-
dioxo-3,21-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
4-[3-{3-[(3,4-dichlorobenzypoxy]benzy1}-7-fluoro-6-12-fluoro-1-(fluoromethy
l)ethoxy]-2,4-dioxo-
3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
2-[(3,4-dichlorobenzy9oxy1-5-({7-fluoro-642-fluoro-1-(fluoromethypethoxy]-1
-(1-formylpiperidin-
4-y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-yl}methyObenzonitrile
443-{44(3,4-dichlorophenoxy)methyl]-3-methoxybenzy1}-7-fluoro-612-fluoro-1-
(fluoromethypethoxyl-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
4-(3-benzy1-7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-2,4-dioxo-3,4-dihydr
oquinazolin-1(2H)- y1}piperidine-1-carbaldehyde
4-{7-fluoro-6[2-fluor0-1-(fluoromethypethoxy]-2,4-dioxo-344-(2-phenylethyDb
enzyl]-3,4- dihydroquinazolin-1(2H)11}piperidine-1-carbaldehyde minionuis
cc 6-CACCCd OH  Doce,,50C-c-d cc" OH 55 P 0 N-Nd-Cd OAH 5 5 o 



.0 n  J-.5)50CC'   OH COMPOUND No. E9E V9E 99E 99E L9E 89E 69E 09E  105
MASS LCU VMS MH+ Z99 969 089 1789 099 91.9 01.9 



909 NOMENCLATURE
443-(2-chloro-4,5-dimethoxybenzy1)-642-fluoro-1-(fluoromethypethoxy]-2,4-di
oxo-3,4- dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
443-{4-[(4,5-dichloro-2-fluorobenzyl)oxy]-3-methoxybenzy1}-7-fluoro-612-flu
oro-1-
(fluoromethyDethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-ca
rbaldehyde
443-{3-[(3,4-dichlorobenzypoxy]-4-methoxybenzy1}-7-fluoro-642-fluoro-1-(flu
oromethypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(21-1)-yllpiperidine-1-carbaldehyde
443-(4-bromo-3-methoxybenzy1)-7-fluoro-642-fluoro-1-(fluoromethypethoxy]-2,
4-dioxo-3,4- dihydroquinazolin-1(21-1)-Apiperidine-1-carbaldehyde
4-[3-{4-[(3,4-dichlorophenoxy)methy]benzyl}-7-fluoro-642-fluoro-1-(fluorome
thypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
443-{4-[(4-chlorophenoxy)methyl]benzy1}-7-fluoro-642-fluoro-1-(fluoromethyp
ethoxy]-2,4-dioxo-
3,4-dihydroquinazolin-1(21-0-yl]piperidine-1-carbaldehyde
4-{7-fluoro-642-fluoro-1-(fluoromethyDethoxy]-313-methoxy-4-(2-phenylethyOb
enzyl]-2,4-dioxo-
3,4-dihydroquinazolin-1(21-1)-yl}piperidine-1-carbaldehyde
4-{7-fluoro-612-fluoro-1
-(fluoromethyl)ethoxy]-3-(3-methoxybenzyl)-2,4-dioxo-3,4-
dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde minionzas 0 z z 0 IL 5
u. 0 0_ Z IL 0 z 



0 eo- 00 zaz c ILO  r 1 II- LI-0 o  0 0- 0 z. COMPOUND No. 1.9 Z9C 98 179
99 99 L9C 99  106 +HIN SWARO7 



SSVIN 9t79 91.9 1769 059 8ZL 099 0E9 089 NOMENCLATURE
413-{4-[(4-chlorophenoxy)methy1]-3-methoxybenzy1}-7-fluoro-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde
4-{3[4-(benzyloxy)-3-chlorobenzy1]-7-fluoro-642-fluoro-1-(fluoromethypethox
y]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
443-{3-chloro-4-[(4-chlorobenzypoxy]-5-ethoxybenzy1}-7-fluoro-612-fluoro-1-
(fluoromethyhethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
413-{4-[(2,4-dichlorobenzypoxypenzyll-7-fluoro-612-fluoro-1-(fluoromethy9et
hoxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yllpiperidine-1-carbaldehyde
443-{3-chloro-41(2,4-dichlorobenzy0oxyl-5-ethoxybenzyll-7-fluoro-642-fluoro
-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde
4-{344-(benzyloxy)-3-chloro-5-ethoxybenzy1]-7-fluoro-642-fluoro-1-(fluorome
thyOethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-y1}pipericline-1-carbaldehyde
447-fluoro-3-{4-[(4-fluorobenzypoxy]-3-methoxybenzyl}-642-fluoro-1-(fluorom
ethypethoxy]-2,4-
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
443-{4-[(3,5-dichlorobenzyl)oxy]-3-methoxybenzyl}-7-fluoro-642-fluere-1-(fl
uoremethyl)ethexy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-carbaldehyde
STRUCTURE  



10Dortccrd or A 0Y" 0 0 0;) 0 0 P D-.  0:921-13--dcd OAR z , 60-1'500 Crd
OAR   ONROdINO3 698 OLE LLE ZLE ELE 17LC 9LE 9LE  107 MASS 



LCU VMS MN+  91-9 9179 81q9 089 1799 089 089 NOMENCLATURE
443-(4-([4-chloro-3-(trifluoromethyObenzylioxy}-3-methoxybenzyl)-7-fluoro-6
42-fluoro-1-
(fluoromethynethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde
443-{4-[(3-chlorophenoxy)methyllbenzy1}-7-fluoro-642-fluoro-1-(fluoromethy9
ethoxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde
443-{44(3-chlorophenoxy)methy1]-3-methoxybenzy1}-7-fluoro-612-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-ylipiperidine-1-
carbaldehyde
443-14-[(3,5-difluorobenzypoxy]-3-methoxybenzy1}-7-fluoro-612-fluoro-1-(flu
oromethypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
4-{3-[4-(benzyloxy)-3-methoxybenzy1]-7-fluoro-642-fluoro-1-(fluoromethypeth
oxy]-2,4-dioxo- 3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
443-{4-[(3-chloro-5-fluorobenzypoxy]-3-methoxybenzyl}-7-fluoro-642-fluoro-1
-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-
carbaldehyde i,
4-{7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-3-(3-methoxy-4-{[4-
(trifluoromethyObenzyl]oxy}benzyl)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-Ap
iperidine-1- carbaldehyde
443-{4-[(2,5-dichlorobenzypoxy]-3-methoxybenzyl}-7-fluoro-612-fluoro-1-(flu
oromethypethoxy]- 



2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde ninionws
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178E  108   109 MASS LCUVMS MH+ OOL OEL  999 9179 699 969 909 ZO9
NOMENCLATURE
4-({7-fluoro-6-[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y0-2
,4-dioxo-1,4- dihydroquinazolin-3(2H)-yl}methyl)phenyl
3,4-dichlorobenzenesulphonate
4-({7-fluoro-642-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2
,4-dioxo-1,4- dihydroquinazolin-3(21-1)-yl}methyl)-2-methoxyphenyl
3,4-dichlorobenzenesulphonate
4-{344-(3,4-dichlorophenoxy)-3-methoxybenzy1]-7-fluoro-642-fluoro-1-(fluoro
methypethoxy]-
2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
N-(3,4-dichloropheny1)-4-({7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-1-(1-
formylpiperidin-4-
y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-y1}methyl)benzamide 



N-(3,4-dichlorobenzy1)-4-({7-fluoro-6[2-fluoro-1-(fluoromethypethoxyl-1-(1-
formylpiperidin-4-
y1)-2,4-dioxo-1,4-dihydroquinazolin-3(2H)-y1}methyObenzamide
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-3-(4-0-fluoro-4-(trifluoromet
hyObenzygoxy}-3-
methoxybenzyl)-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-y1}piperldine-1-carbal
dehyde
4-({7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-1-(1-formylpiperidin-4-y1)-2
,4-dioxo-1,4- dihydroquinazolin-3(2H)-yl}methyl)-2-methoxyphenyl
1-methylethyl carbonate
4-(344-(4-chlorophenoxy)benzy1]-7-fluoro-6-12-fluoro-1-(fluoromethypethoxy]
-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-y1}piperidine-1-carbaldehyde
3unionats  -,)-1cp. -- .0 a o- rOo OP :ndo-o'cr*c:c. oc2,4 * l'.1  r5aCd c
ozr, 00 P a b3-1,50c-cd ei:Cr ?, OAH 
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4-{344-(3-chlorophenoxy)benzy1]-7-fluoro-6-12-fluoro-1-(fluoromethypethoxy]
-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-1011. I -'0,4-LIIM HUI uuericyv- I
rfrpy1azoi-4-pirrietr1m-l-Tworo-o-v-fluoro- I -
(fluoromethypethoxy1-2,4-dioxo-3,4-dihydroquinazolin-1(2H)-yqpipeddine-1-ca
rbaldehyde
3,4-dichloro-N44-({7-fluoro-612-fluoro-1-(fluoromethypethoxy]-1-(1-formylpi
peridin-4-y0-2,4-
dioxo-1,4-dihydroquinazolin-3(2H)-yl}methy0-2-methoxyphenyl]benzamide
413-{4-[(4-chlorobenzy0oxy]benzy0-7-fluoro-612-fluoro-1-(fluoromethypethoxy
]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-ygpiperidine-1-carbaldehyde
4-{7-fluoro-6[2-fluoro-1-(fluoromethypethoxy]-344-(4-fluorophenoxy)benzyl]-
2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yl}piperidine-1-carbaldehyde
4-{344-(3,4-dichlorophenoxy)benzy1]-7-fluoro-642-fluoro-1-(fluoromethypetho
xy]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-yllpipeddine-1-carbaldehyde
443-({6-[(3,4-dichlorobenzy0oxy]pyridin-3-yl}methy0-7-fluoro-642-fluoro-1-
(fluoromethypethoxy]-2,4-dioxo-3,4-dihydroquinazolin-1(21-0-Apiperidine-1-c
arbaldehyde
443-{4-[(2-chlorobenzy0oxy]benzy1}-7-fluoro-642-fluoro-1-(fluorornethypetho
xy]-2,4-dioxo-3,4- dihydroquinazolin-1(2H)-Apiperidine-1-carbaldehyde
3anianws ON itcr a a ZZ 0-   CIACcH-Cd ,01;r" " OH d-o.o.o-otc-cd 0", 0 Q 
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90V  111   WO 20101109148PCT/FR2010/050549 112        The compounds in
accordance with the invention form the subject of pharmacological trials
which have shown their advantage as therapeutically active substances. 51)
Measurement of the inhibitory activity of the compounds in accordance with
the invention with regard to PDE7        The ability of the compounds of
formula (I) to inhibit PDE7 is measured using an enzymatic assay based on
the separation of radioactive cAMP (substrate of PDE7) from the radioactive
5'-AMP (product of the enzymatic reaction) by thin layer chromatography 10
on polyethyleneimine (PEI) cellulose, after halting the enzymatic reaction.
The 5'-AMP is extracted quantitatively from the PEI cellulose and its
radioactivity is measured using a liquid scintillation counter.        The
inhibitory activity of the compounds of formula (I) with regard to PDE7 is
represented by the inhibition constant IC50, defined as the concentration
of the compound 



15 (inhibitor) tested in the assay which makes it possible to reduce the
enzymatic activity of PDE7 by 50%. The lower the IC50 values, the greater
the inhibitory power of the compounds. Materials  20The [3h1]-cAMP (NET
275; 25 to 40 Ci/mmol) was purchased from Perkin-Elmer (NEN Life Sciences,
Boston, United States), the rolipram was purchased from Sigma (St Louis,
Mo, United States) and the sheets of polyethyleneimine cellulose F made of
plastic for thin layer chromatography were purchased from Merck (Darmstadt,
Germany). All the other products used are of commercial origin. 25 Enzyme
Human PDE7 was partially purified from the HUT-78 cell line by following a
method analogous to that described by Bloom and Beavo (Proc. Natl. Acad.
Sci. USA, (1996) 93, 14188-14192). The enzyme preparation obtained is
stored at -80C in a buffer 30 comprising 20 mM of Tris-HCI (pH 7.0), 5 mM
of MgC12, 4 mM of EDTA, 1 mM of dithiothreitol and 20% of glycerol. As the
partially purified PDE7 is contaminated by PDE4, it is necessary to add 10
pM of rolipram (selective inhibitor of PDE4) in the enzymatic assay in
order to completely inhibit the PDE4 activity. The Michaelis constant (Km)
of PDE7 for cAMP, measured using the radiochemical assay described below,
is 35 21 nM.  WO 2010/109148PCT/FR2010/050549 113 DMSO at a concentration
of 10 mM. These solutions are subsequently diluted in cascade in DMSO in
order to obtain solutions with the desired concentrations. The latter are
subsequently diluted to one-twentieth in the assay buffer to give 5% DMSO
solutions. The latter are finally diluted to one-fifth in the enzymatic
assay. 5The solution of rolipram (added in the assay in order to completely
inhibit the contaminating PDE4 activity) is prepared in an identical way
and contributes 1% of DMSO to the enzymatic assay. PDE7 Enzymatic assay
10The assay is carried out in 1.5 ml Eppendorf tubes comprising 40 mM of
Tris-HCI (pH 7.5), 15 mM of MgC12, 1 mM of EGTA, 0.5 mg/ml of bovine serum
albumin, 0.063 pCi of [31tcAMP (corresponding to a cAMP concentration of
between 15 and 25 nM), 10 pM of rolipram and PDE7 in a final volume of 100
pl. The assay is carried out in the absence (control sample) or in the
presence (treated sample) of the compounds tested 15 as PDE7 inhibitors.
The final concentration of DMSO in the assay is 2%. The reaction is
initiated by addition of enzyme and the samples are maintained at ambient
temperature for 30 minutes. The enzymatic dilution is adjusted so as to
obtain a degree of conversion of 10 to 15%. The enzymatic reaction is
halted by immersion of the stoppered Eppendorf tubes in a water bath at
100C for 3 minutes. Blanks (reaction halted immediately after 20 addition
of the enzyme) are included in each experiment. The samples are
subsequently centrifuged at 10 000xg for 1 minute and an aliquot portion of
10 pl of supernatant is deposited 2 cm from the bottom edge of a sheet of
PEI cellulose on which 10 pg of cAMP and 10 pg of 5'-AMP have been
deposited beforehand. In order to facilitate the migration and to make it
easier to cut out the strips of PEI cellulose comprising the 25 5'-AMP,
which take place subsequently, 18 migration lanes with a width of 1 cm are
delimited per plate by scraping the cellulose with a spatula over a width
of 1 mm. The plates are developed over their entire length with a 0.30 M
solution of LiCI in water by ascending chromatography. The 5'-AMP (Rf =
0.20) and the cAMP (Rf = 0.47) are visualized under UV light at 254 nm. The
strips of PEI cellulose comprising the 5'-AMP 30 are cut out and the
nucleotide is quantitatively extracted in counting flasks with 2 ml of a
solution which is 16M in formic acid and 2M in ammonium formate in water
(rotary stirrer for 15 min). After addition of 10 ml of scintillation
liquid (OptiPhase HiSafe 3 from PerkinElmer/Wallac), the radioactivity is
counted using a liquid scintillation counter (model 1414,
Perkin-Elmer/Wallac). Each assay is carried out in duplicate. The
radioactivity 35 specifically associated with the 5'-AMP formed in the
enzymatic reaction is obtained by subtracting the mean value of blanks from
the mean value of the controls (or treated samples).  WO
2010/109148PCT/FR20101050549 114        The percentage of inhibition of
PDE7 at a given concentration of the compound tested (inhibitor) is
calculated using the equation : I% = [mean value of the controls - mean
value of the treated samples] x 100/[mean value of the controls - mean
value of the blanks]. 5The IC50 is the concentration of the compound
(inhibitor) tested in the assay which 



makes it possible to reduce the enzymatic activity of PDE7 by 50%. Results
As illustrative and nonlimiting examples, the following quinazolinediones
inhibit PDE7 10 with the IC50 values indicated below : CompoundIC50 (PM)
No. 16:
4-16-(2,2-difluoroethoxy)-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-0.015
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde No. 11:
4-[3-(3,4-dimethoxybenzyI)-6-[2-fluoro-1-(fluoromethyl)ethoxy]-2,4-0.039
dioxo-3,4-dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde No. 72:
413-(3,4-dimethoxybenzy1)-6-(2-hydroxyethoxy)-2,4-dioxo-3,4-0.089 d ihyd
roq uinazol in-1(2 H)-yl]piperid ine-1-carbaldehyde No. 77:
N-{[3-(3,4-dimethoxybenzy1)-1-(1-formylpyrrolidin-3-y1)-2,4-dioxo-0.82
1,2,3,4-tetrahydroquinazolin-6-yl]methyl}acetamide No. 97:
4-[5,7-dichloro-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-0.061
dihydroquinazolin-1(21I)-yl]piperidine-1-carbaldehyde No. 111:
4-[6-(difluoromethoxy)-3-(3,4-dimethoxybenzyI)-2,4-dioxo-3,4-0.0067
dihydroquinazolin-1(2H)-yl]piperidine-1-carbaldehyde 2) Measurement of the
inhibitory activity of the compounds in accordance with the invention with
regard to PDE8 15 By using for PDE8 an enzymatic assay equivalent to that
described for PDE7, the following IC50 values are obtained : CompoundIC50
PDE7 (pM)1050 PDE8 (pM) No. 110.0390.14 No. 2510.0460.39 No. 2940.0370.015
WO 20101109148PCT/FR2010/050549 115 



3) Evaluation of the compounds in accordance with the invention in an in
vitro model of microglial activation The glial cells actively participate
in the neurodegenerative mechanism by the 5 production of neurotoxic
factors. The production of these mediators forms part of the
neuroinflammatory process observed in neurodegenerative diseases and in
particular in Parkinson's disease and Alzheimer's disease.        Numerous
studies have demonstrated that the inhibition of glial activation and
consequently the reduction in the production of proinflammatory factors,
such as 10 interleukin-1, released by activated glial cells significantly
reduces neuronal degeneration.        The compounds according to the
invention have been evaluated in an in vitro model of microglial
activation. After activation by lipopolysaccharide (LPS), the microglial
cells secrete large amounts of interleukin-1, which amounts can be
quantified by specific 15 assaying in the cell supernatants.
Cultures of microglial cells of the MG7 line derived from the mouse cortex
are incubated in the presence of variable concentrations of compounds
according to the invention. After incubating at 37C for 1 hour, the cells
are brought together with LPS, which induces the production of
interleukin-1. After treating for 24 h, the amounts of 20 interleukin-113
are measured in the culture supernatants by ELISA assay.        Compound
No. 297 significantly decreases, in a concentration-dependent fashion, the
secretion of interleukin-1p by MG7 microglial cells activated by LPS. The
maximum inhibitory effect observed is 47% at 3 Ai. 25According to the
invention, the compound of formula (I) defined above in accordance with the
invention can be used as medicament or in the preparation of a medicament
intended for the treatment and/or prevention of disorder(s) related to the
central nervous system and/or related to the peripheral nervous system.
According to the invention, the compound of formula (I) in accordance with
the 30 invention can be used as medicament or in the preparation of a
medicament intended for the treatment and/or prevention of psychiatric
disorder(s) and/or neurological disorder(s). According to the invention,
the compounds of formula (I) in accordance with the invention can be used
as medicaments or in the preparation of a medicament intended for the
treatment or prevention of psychiatric disorders chosen from anxiety,
depression, 35 mood disorders, insomnia, delusion disorders, obsessive
disorders, psychoses, disorders related to schizophrenia, attention deficit
hyperactivity disorders (ADHD) in hyperkinetic children, disorders related
to the use of psychotropic substances, in particular in the case  WO
2010/109148PCT/FR2010/050549 116 of abuse of a substance and/or of
dependency on a substance, including alcohol dependence and/or nicotine
dependence, migraine, stress, disorders related to illnesses of
psychosomatic origin, panic attacks, epilepsy, memory disorders, cognitive
disorders, in particular senile dementia or disorders related to
Alzheimer's disease, and disorders of 5 attention or of vigilance,
ischaemia, disorders related to brain trauma or disorders related to acute
or chronic neurodegenerative diseases, including chorea and Huntington's
chorea. According to the invention, the compounds of formula (I) in
accordance with the 10 invention can be used as medicaments or in the
preparation of a medicament intended for the treatment and/or prevention of
neurological disorders which may be reflected by movement anomalies or
motor disorders associated with a pathology chosen from dyskinesia,
Parkinson's disease, postencephalitic parkinsonism, dopa-sensitive
dystonia, Shy-Drager syndrome, periodic limb movement disorder (PLMD)
syndrome, periodic limb 



15 movements in sleep (PLMS) syndrome, Tourette's syndrome or restless legs
syndrome (RLS). According to one embodiment, the compounds of formula (I)
in accordance with the invention Can be used as medicaments or to
manufacture a medicament intended for the 20 treatment of at least one
movement anomaly or motor disorder related to Parkinson's disease; in
particular, the said movement anomaly or the said motor disorder is chosen
from resting tremor, rigidity, bradykinesia and deficiency in postural
reflexes. According to one embodiment, the compounds of formula (I) in
accordance with 25 the invention can be used as medicaments or for
manufacturing a medicament intended for the prevention and/or treatment of
neurological disorders reflected by movement anomalies or motor disorders
associated with trauma of the spinal cord, in particular in the treatment
of spinal trauma. Within the meaning of the present invention, the term
"trauma of the spinal cord" is understood to mean acute or chronic
pathologies which 30 have an external origin and which destroy the spinal
tract and/or spinal neurones, and which occur, for example, during a fall,
impact, crushing episode or road crash.          Advantageously, the
compounds of formula (I) in accordance with the invention can be used as
medicaments or to manufacture a medicament intended for the 35 prevention
and/or treatment of disorders:        - related to schizophrenia, in
particular (i) in the prevention and/or treatment of positive or negative
symptoms and/or (ii) in the prevention and/or treatment of memory  WO
2010/109148PCT/FR2010/050549 117 deficiency;        - associated with
Parkinson's disease, in particular (i) in the symptomatic prevention and/or
treatment of motor disorders, depression and/or cognitive disorders and/or
(ii) in its basic (neuroprotective) treatment and/or 5- related to
Alzheimer's disease, in particular (i) in the symptomatic prevention and/or
treatment of cognitive disorders and/or behavioural disorders (aggression,
depression) and/or (H) in its basic (neuroprotective) treatment. The use of
the compounds of general formula (I) in accordance with the invention 10 as
medicaments or to manufacture a medicament intended to treat and/or prevent
the abovementioned disorders or pathologies forms an integral part of the
invention, and in particular compounds of formula (I) chosen from compounds
Nos. 1 to 6, 11 to 14, 16, 15 375 to 377, 379 to 394 and 403. 20
Another subject-matter of the invention is a compound corresponding to the
general formula (I) as defined above in the treatment and/or prevention of
disorders related to the central nervous system and/or related to the
peripheral nervous system, the said disorder(s) advantageously being chosen
from psychiatric disorders and 25 neurological disorders.
Pharmaceutical compositions comprising, as active principle, at least one
compound in accordance with the invention are of use in the present
invention. These pharmaceutical compositions comprise an effective dose of
at least one compound of 30 formula (I) in accordance with the invention
and also at least one pharmaceutically acceptable excipient.        The
said excipients are chosen, according to the pharmaceutical form and the
method of administration desired, from the usual excipients which are known
to a person skilled in the art. 



35In the pharmaceutical compositions of use in the present invention for
oral, sublingual, subcutaneous, intramuscular, intravenous, topical, local,
intratracheal, intranasal, transdermal or rectal administration, the active
principle of formula (I) above  WO 20101109148PCT/FR2010/050549 118 or its
optional salt, solvate or hydrate can be administered in unit
administration form, as a mixture with conventional pharmaceutical
excipients, to animals and human beings for the prophylaxis or treatment of
the above disorders or diseases. 5The appropriate unit administration forms
comprise forms by the oral route, such as tablets, soft or hard gelatin
capsules, powders, granules and oral solutions or suspensions, sublingual,
buccal, intratracheal, intraocular or intranasal administration forms,
forms for administration by inhalation, topical, transdermal, subcutaneous,
intramuscular or intravenous administration forms, rectal administration
forms and 10 implants. Use may be made, for topical application, of the
compounds according to the invention in creams, gels, ointments or lotions.
By way of example, a unit administration form of a compound in accordance
with the invention in the form of a tablet can comprise the following
components : 15 Compound No. 1
(24[3-(3,4-dimethoxybenzy1)-1-(1-formylpiperidin-
4-y1)-2,4-dioxo-1,2,3,4-tetrahydroquinazolin-6-yl]oxy}propanenitrile)50.0
mg Mannitol223.75 mg Croscarmellose sodium6.0 mg 20 Maize starch15.0 mg
Hydroxypropylmethylcellulose2.25 mg Magnesium stearate3.0 mg          The
said unit forms comprise doses in order to make possible daily 25
administration of 0.5 mg to 800 mg of active principle per individual, more
particularly of 0.5 mg to 200 mg, according to the pharmaceutical dosage
form.        There may be cases where higher or lower dosages are
appropriate ; such dosages do not depart from the scope of the invention.
According to the usual practice, 30 the dosage appropriate to each patient
is determined by the physician according to the method of administration
and the weight and response of the said patient.          A method for the
treatment and/or prevention of the pathologies indicated above comprises
the administration, to a patient, of an effective dose of a compound in 35
accordance with the invention or of one of its hydrates or solvates.  WO
2010/109148PCT/FR2010/050549 119 CLAIMS 1. Use of a compound corresponding
to the general formula (I) 



5(I) in which - A represents an aryl group or a heteroaryl group; 10- RI
represents:  a hydrogen atom,         -C(0)R in which R is a hydrogen atom,
a (C1-C6) alkoxy group, an aryl group, a (CrC6) cycloalkyl group or a
(C1-C6) alkyl group, the said alkyl optionally being substituted by: 15.
one or more hydroxyl group(s),  a benzyloxy group,  a (C1-C6) alkoxy group,
optionally substituted by an aryl, or  a (C3-C6) cycloalkyl group,  an
optionally substituted (C1-C6) alkyl group; 20 R2 represents:  a hydrogen
atom,  a halogen atom,  a cyano group, 25 a nitro group,         a (C1-C6)
alkyl group optionally substituted by an -NH2 or else by an -NHC(0)Rb
group, with Rb as defined below,         an -0Ra group in which Ra
represents:  a hydrogen atom,  WO 2010/109148PCT/FR2010/050549 120
a (C1-06) alkyl group optionally substituted by one or more halogen
atom(s), by one or more hydroxyl group(s), by an aryl group and/or by one
or more cyano group(s),         a (C2-C6) alkynyl group, 5. an aryl group;
?. R3 represents: 



a hydrogen atom,  a halogen atom, 10 a hydroxyl group,  a cyano group,  an
-SCF3 group,  a nitro group,  an oxo group, 15 an -S(0)0.2-alkyl group, an
-S(0)0_2-heterocycloalkyl group, an -0-S02-aryl group optionally
substituted by one or more halogen atom(s);  an -alkylaminoalkyl or
-cycloalkylaminoalkyl group, each optionally substituted on the end alkyl,
an optionally substituted sulphonamide group, 20 an aryl group or a
heteroaryl group, the said group being monocyclic or polycyclic and in
addition optionally being substituted by a (C1-C6) alkyl group, by one or
more halogen atom(s) or by a (C1-C6) alkoxy group,  a heterocycloalkyl
group optionally substituted by a (C1-C6) alkyl group,  a (C1-C6) alkyl
group optionally substituted by: 25- one or more halogen atom(s),        -
an aryl group which can be substituted by one or more halogen atom(s) or by
one or more hydroxyl group(s),  a heteroaryl group,                   one
or more hydroxyl group(s) which can be substituted by an aryl group
30itself optionally substituted by one or more halogen atom(s), or        -
a heterocycloalkyl group optionally substituted by a CO(0)Ra group or by a
(C1-C6) alkyl group, with Ra as defined above,  a -C(0)NRbRc group, with Rb
and Rc as defined below,            a -C(0)0Rc group or an -0-C(0)0Rc
group, with Re as defined below, 35 a (C1-C6) alkoxy group, optionally
substituted by - an aminoalkyl group, - an aminocycloalkyl group,  WO
2010/109148PCT/FR2010/050549 121 - a cycloalkyl group, 



- a heterocycloalkyl group,  a monocyclic or polycyclic heteroaryl group, -
one or more hydroxyl group(s), 5- one or more halogen atom(s), - a (C1-C6)
alkoxy group,  a -C(0)0Rc group, with Rc as defined below, - a -C(0)NRbRc
group, with Rb and Rc as defined below, - an oxo group, and/or 10- an aryl
group, itself optionally substituted by one or more halogen atom(s), a
cyano group, a (C1-C6) alkoxy group, an -0-haloalkyl group and/or a
haloalkyl group,         an -0-cycloalkyl group, an -0-aryl group or an
-0-heterocycloalkyl group, each optionally substituted by 15- an aryl
group, itself optionally substituted by one or more halogen atom(s) or by a
(C1-C6) alkyl group, - an oxo group,  - one or more halogen atom(s), and/or
- a (Ci-C6) alkyl group, which can itself be substituted by an aryl group
20and/or an oxo group,         an -NH-CO-NH-aryl group, an
-NH-CO-NH-heteroaryl group or an -NH-CONH-(C1-C6) alkyl group, each
optionally being substituted by one or more halogen atom(s), by a cyano
group, by a nitro group, by one or more hydroxyl group(s) or by a (C1-C6)
alkoxy group, 25 an -N-(C1-C6) alkyl group, it being possible for the
(C1-C6) alkyl group to be substituted by - one or more oxo group(s), and/or
- one or more aryl group(s) optionally substituted by one or more halogen
atom(s) and/or by an SO2 group, 30 an -NH-CO-aryl group or an
-NH-CO-heteroaryl group, each optionally being substituted by one or more
halogen atom(s);   or else R3 forms, with A, a polycyclic heteroaryl group
optionally substituted by a (C1-C6) alkoxy group or a (C1-C6) alkyl group
optionally substituted by an aryl group which can 35 itself be substituted
by one or more halogen atom(s); R4 represents a hydrogen atom, an oxo group
or a (C1-C6) alkyl group;  WO 2010/109148PCT/FR2010/050549 



122 - Rb represents:  a hydrogen atom,          a (C1-C6) alkyl group
optionally substituted by one or more halogen atom(s), by 5 one or more
hydroxyl, cyano, amino, heterocycloalkyl or (C1-C6) alkoxy group(s) or by
an aryl group optionally substituted by one or more halogen atom(s),
a (C3-C6) cycloalkyl group,          a (C2-C6) alkynyl group,          a
(C1-C6) alkoxy group, 10. an aryl group optionally substituted by one or
more halogen atom(s);        - Re represents a hydrogen atom or a (C1-C6)
alkyl group optionally substituted by one or more halogen atom(s); 15 or
then Rb and Re form, together with the nitrogen atom to which they are
attached, a polycyclic heteroaryl group or a heterocycloalkyl group;
m and n represent, independently of one another, the value 0, 1 or 2, it
being understood that m+ri3; 20        - p and p' represent, independently
of one another, the value 1, 2 or 3, it being understood that, when p is
greater than or equal to 2, then the R2 groups are on separate carbon atoms
and can be different from one another and, when p' is greater than or equal
to 2, then the R3 groups are on separate carbon atoms and can be different
from 25 one another;        - q represents the value 0 or 2, it being
understood that, when q = 0, then the nitrogenous heterocyclic group
attached to the nitrogen situated in the 1 position of the
2,4-dioxo-1,2,3,4-tetrahydroquinazoline ring system is no longer bridged
and is of the 30 type:    with R1, Ra, m and n as defined above,  WO
2010/109148PCT/FR2010/050549 123 - r represents the value 0 or 1; in the
form of the base or of an addition salt with an acid;          in the
preparation of a medicament intended for the treatment and/or prevention of
disorder(s) related to the central nervous system and/or related to the
peripheral 5 nervous system. 2. Use of a compound corresponding to the
general formula (I) - A represents an aryl group or a heteroaryl group; 



- R1 represents:  a hydrogen atom, 15 -C(0)R in which R is a hydrogen atom,
a (C1-C6) alkoxy group, an aryl group, a (C3-C6) cycloalkyl group or a
(C1-C6) alkyl group, the said alkyl optionally being substituted by: . one
or more hydroxyl group(s), . a benzyloxy group, 20. a (C1-C6) alkoxy group,
optionally substituted by an aryl, or . a (C3-C6) cycloalkyl group,  an
optionally substituted (C1-C6) alkyl group;         .? R2 represents: 25 a
hydrogen atom,  a halogen atom,  a cyano group,  a nitro group,  WO
2010/109148PCT/FR2010/050549 124         a (C1-C6) alkyl group optionally
substituted by an -NH2 or else by an -NHC(0)Rb group, with Rb as defined
below,         an -0Ra group in which Ra represents:  a hydrogen atom, 5. a
(C1-C6) alkyl group optionally substituted by one or more halogen atom(s),
by one or more hydroxyl group(s), by an aryl group and/or by one or more
cyano group(s),  a (C2-C6) alkynyl group,  an aryl group; 10 .? R3
represents:  a hydrogen atom,  a halogen atom,  a hydroxyl group, 



15 a cyano group,  an -SCF3 group,  a nitro group,  an oxo group,
an -S(0)0.2-alkyl group, an -S(0)0.2-heterocycloalkyl group, an -0-S02-aryl
20group optionally substituted by one or more halogen atom(s);  an
-alkylaminoalkyl or -cycloalkylaminoalkyl group, each optionally
substituted on the end alkyl,  an optionally substituted sulphonamide
group,       an aryl group or a heteroaryl group, the said group being
monocyclic or 25polycyclic and in addition optionally being substituted by
a (C1-C6) alkyl group, by one or more halogen atom(s) or by a (C1-C6)
alkoxy group,       a heterocycloalkyl group optionally substituted by a
(C1-C6) alkyl group,       a (C1-C6) alkyl group optionally substituted by:
- one or more halogen atom(s), 30- an aryl group which can be substituted
by one or more halogen atom(s) or by one or more hydroxyl group(s), - a
heteroaryl group,       - one or more hydroxyl group(s) which can be
substituted by an aryl group itself optionally substituted by one or more
halogen atom(s), or 35- a heterocycloalkyl group optionally substituted by
a CO(0)Ra group or by a (C1-C6) alkyl group, with Ra as defined above,  a
-C(0)NRbRc group, with Rb and Rc as defined below,  WO
20101109148PCT/FR2010/050549 125  a -C(0)0Rc group or an -0-C(0)0Rc group,
with Rc as defined below,  a (C1-C6) alkoxy group, optionally substituted
by - an aminoalkyl group,  an aminocycloalkyl group, 



5- a cycloalkyl group, - a heterocycloalkyl group,  a monocyclic or
polycyclic heteroaryl group,  one or more hydroxyl group(s), - one or more
halogen atom(s), 10- a (C1-C6) alkoxy group,  a -C(0)0Rc group, with Rc as
defined below,  a -C(0)NRbRc group, with Rb and Rc as defined below, - an
oxo group, and/or             - an aryl group, itself optionally
substituted by one or more halogen 15atom(s), a cyano group, a (C1-C6)
alkoxy group, an -0-haloalkyl group and/or a haloalkyl group,         an
-0-cycloalkyl group, an -0-aryl group or an -0-heterocycloalkyl group, each
optionally substituted by                  - an aryl group, itself
optionally substituted by one or more halogen 20atom(s) or by a (C1-C6)
alkyl group,  an oxo group,  one or more halogen atom(s), and/or        - a
(C1-C6) alkyl group, which can itself be substituted by an aryl group
and/or an oxo group, 25 an -NH-CO-NH-aryl group, an -NH-CO-NH-heteroaryl
group or an -NH-CO- NH-(C1-C6) alkyl group, each optionally being
substituted by one or more halogen atom(s), by a cyano group, by a nitro
group, by one or more hydroxyl group(s) or by a (C1-C6) alkoxy group,
an -N-(C1-C6) alkyl group, it being possible for the (C1-C6) alkyl group to
be 30 substituted by - one or more oxo group(s), and/or        - one or
more aryl group(s) optionally substituted by one or more halogen atom(s)
and/or by an SO2 group,                   an -NH-CO-aryl group or an
-NH-CO-heteroaryl group, each optionally 35being substituted by one or more
halogen atom(s);  WO 2010/109148PCT/FR2010/050549 126 alkoxy group or a
(C1-C6) alkyl group optionally substituted by an aryl group which can
itself be substituted by one or more halogen atom(s); R4 represents a
hydrogen atom, an oxo group or a (C1-C6) alkyl group; 5 



Rb represents:  a hydrogen atom,           a (C1-C6) alkyl group optionally
substituted by one or more halogen atom(s), by one or more hydroxyl, cyano,
amino, heterocycloalkyl or (C1-C6) alkoxy group(s) or by an 10 aryl group
optionally substituted by one or more halogen atom(s),           a (C3-C6)
cycloalkyl group,           a (C2-C6) alkynyl group,           a (C1-C6)
alkoxy group,            an aryl group optionally substituted by one or
more halogen atom(s); 15          Rc represents a hydrogen atom or a
(C1-C6) alkyl group optionally substituted by one or more halogen atom(s);
or then Rb and Rc form, together with the nitrogen atom to which they are
attached, a 20 polycyclic heteroaryl group or a heterocycloalkyl group;
- m and n represent, independently of one another, the value 0, 1 or 2, it
being understood that mn53; 25- p and p' represent, independently of one
another, the value 1, 2 or 3, it being understood that, when p is greater
than or equal to 2, then the R2 groups are on separate carbon atoms and can
be different from one another and, when p' is greater than or equal to 2,
then the 1% groups are on separate carbon atoms and can be different from
one another; 30          q represents the value 0 or 2, it being understood
that, when q = 0, then the nitrogenous heterocyclic group attached to the
nitrogen situated in the 1 position of the
2,4-dioxo-1,2,3,4-tetrahydroquinazoline ring system is no longer bridged
and is of the type:  WO 2010/109148PCT/FR2010/050549 127  ) n 4  with R1,
R4, m and n as defined above, r represents the value 0 or 1;    in the form
of the base or of an addition salt with an acid; 5as medicament.         3.
Use according to either of the preceding claims, characterized in that the
disorder(s) is or are chosen from psychiatric disorders and neurological
disorders.         4. Use according to Claim 3, characterized in that the
psychiatric disorders are chosen from anxiety, depression, mood disorders,
insomnia, delusion disorders, 10 obsessive disorders, psychoses, disorders
related to schizophrenia, attention deficit hyperactivity disorders (ADHD)
in hyperkinetic children, disorders related to the use of psychotropic
substances, in particular in the case of abuse of a substance and/or of
dependency on a substance, including alcohol dependence and/or nicotine
dependence, migraine, stress, disorders related to illnesses of
psychosomatic origin, panic attacks, 15 epilepsy, memory disorders,
cognitive disorders, in particular senile dementia or disorders related to
Alzheimer's disease, and disorders of attention or of vigilance, ischaemia,
disorders related to brain trauma or disorders related to acute or chronic
neurodegenerative diseases, including chorea and Huntington's chorea.
5. Use according to Claim 3, characterized in that the neurological
disorders are 20 reflected by movement anomalies or motor disorders
associated with a pathology chosen from dyskinesia, Parkinson's disease,
postencephalitic parkinsonism, dopa-sensitive dystonia, Shy-Drager
syndrome, periodic limb movement disorder (PLMD) syndrome, periodic limb
movements in sleep (PLMS) syndrome, burette's syndrome or restless legs
syndrome (RLS). 



256. Use according to Claim 5, characterized in that the movement anomalies
or motor disorders are associated with Parkinson's disease.        7. Use
according to Claim 6, characterized in that the anomalies or motor
disorders are chosen from resting tremor, rigidity, bradykinesia and
deficiency in postural reflexes.  WO 20101109148PCT/FR2010/050549 128
8. Use according to one of Claims 4 to 7, (a) in the treatment and/or
prevention of disorders related to schizophrenia, in particular (i) in the
prevention and/or treatment of positive or negative symptoms and/or (ii) in
the prevention and/or treatment of memory deficiency, (b) in the treatment
and/or prevention of disorders associated with 5 Parkinson's disease, in
particular (i) in the symptomatic prevention and/or treatment of motor
disorders, depression and/or cognitive disorders and/or (ii) in its basic
treatment, and/or (c) in the treatment and/or prevention of disorders
related to Alzheimer's disease, in particular (i) in the symptomatic
prevention and/or treatment of cognitive disorders and/or behavioural
disorders and/or (ii) in its basic treatment. 109. Use according to Claim
3, characterized in that the neurological disorders are reflected by
movement anomalies or motor disorders associated with trauma of the spinal
cord, in particular spinal trauma.             10. Use according to any one
of the preceding claims, characterized in that A 15 represents a phenyl
group or a pyridyl group.         11. Use according to any one of the
preceding claims, characterized in that q = 0, and m and n each represents
1. 2012. Use according to any one of the preceding claims, characterized in
that R2 represents a (C1-C6) alkyl group, in particular a methyl,
substituted by an -NH-C(0)-Rb group, Rb being as defined in Claim 1 or
Claim 2.             13. Use according to any one of Claims 1 to 11,
characterized in that R2 25 represents an -0Ra group, Ra being as defined
in Claim 1 or Claim 2.         14. Use according to any one of Claims 1 to
11, characterized in that R2 is a halogen atom or a cyano or a hydrogen or
a hydroxyl or a (C1-C6) alkyl optionally substituted by an -NH2 or else by
an -NHC(0)Rb group, Rb being as defined in Claim 1 30 or Claim 2.
15. Use according to any one of Claims 1 to 11, characterized in that A is
a phenyl, R1 is a -C(0)R group in which R represents a hydrogen atom, q is
equal to 0, n and m each have the value 1 and R2 represents -0Ra, Ra being
as defined in Claim 1 or 35 Claim 2.  WO 2010/109148PCT/FR2010/050549 129
16. Use according to any one of Claims 1 to 11, characterized in that A is
a phenyl, R1 is a -C(0)R group in which R represents a hydrogen atom, q is
equal to 0, n and m each have the value 1, p = 1 and R2 represents a methyl
substituted by an -NH-CO-Rb group, Rb being as defined in Claim 1 or Claim
2. 5        17. Use according to any one of Claims 1 to 11, characterized
in that A is a phenyl, R1 is a -C(0)R group in which R represents a
hydrogen atom, q is equal to 0, n and m each have the value 1, p is equal
to 2, one of the R2 groups is -0Ra, Ra being as defined in Claim 1 or Claim
2, and the other of the R2 groups is a halogen atom. 10        18. Use
according to any one of the preceding claims, characterized in that the R2
group is in the 6 position of the 2,4-dioxo-1,2,3,4-tetrahydroquinazoline
ring system and in that there may additionally be an R2 group, identical to
or different from the said abovementioned R2 group, in the 7 position of
the 2,4-dioxo-1,2,3,4- 15 tetrahydroquinazoline ring system, the said
compound of formula (I) being in the base, hydrate or solvate form, in the
form of isomers or in the form of their mixtures. 



19. Use according to any one of Claims 1 to 9, characterized in that the
compound of formula (I) is chosen from compounds Nos. Ito 6, 11 to 14, 16,
20, 22 to 20 25, 32 to 43,47 to 52,55 to 59, 72, 74, 76, 78, 79,89 to 91,
97, 102, 108, 111, 112, 114, 116 to 118, 124, 130, 131, 133 to 135, 143,
145, 155, 158, 160, 165 to 167, 170, 175, 178, 183 to 186, 188, 189, 190,
193, 194, 200, 201, 203, 206, 207, 212, 213, 215, 216, 218, 223, 224, 226,
228, 230, 232 to 234, 239, 240, 242, 243, 245, 246, 250, 251, 254, 258,
263, 264, 270, 275, 276, 278 to 280, 282, 283, 285 to 287, 289, 292, 294,
295, 287 25 to 302, 305 to 312, 315 to 345, 349 to 355, 357, 358, 360, 362,
369, 371, 373, 375 to 377, 379 to 394 and 403, in the form of the base or
of an addition salt with an acid.        20. Compound corresponding to the
general formula (I)  WO 2010/109148PCT/FR2010/050549 130    in which - A
represents an aryl group or a heteroaryl group; 5 - R1 represents:  a
hydrogen atom,           -C(0)R in which R is a hydrogen atom, a (C1-C6)
alkoxy group, an aryl group, a (C3-C6) cycloalkyl group or a (C1-C6) alkyl
group, the said alkyl optionally being 10 substituted by:  one or more
hydroxyl group(s),  a benzyloxy group,  a (C1-C6) alkoxy group, optionally
substituted by an aryl, or  a (C3-C6) cycloalkyl group, 15 an optionally
substituted (C1-C6) alkyl group; R2 represents:  a hydrogen atom,  a
halogen atom, 20 a cyano group,  a nitro group,         a (C1-C6) alkyl
group optionally substituted by an -NH2 or else by an -NHC(0)Rb group, with
Rb as defined below,         an -0Ra group in which Ra represents: 



25 a hydrogen atom,         a (C1-C6) alkyl group optionally substituted by
one or more halogen atom(s), by one or more hydroxyl group(s), by an aryl
group and/or by one or more cyano group(s), . a (C2-C6) alkynyl group,  WO
2010/109148PCT/FR2010/050549 131 . an aryl group; R3 represents:  a
hydrogen atom, 5 a halogen atom,  a hydroxyl group,  a cyano group,  an
-SCF3 group,  a nitro group, 10 an oxo group,  an -S(0)0.2-alkyl group, an
-S(0)0.2-heterocycloalkyl group, an -0-S02-aryl group optionally
substituted by one or more halogen atom(s);  an -alkylaminoalkyl or
-cycloalkylaminoalkyl group, each optionally substituted on the end alkyl,
15 an optionally substituted sulphonamide group,  an aryl group or a
heteroaryl group, the said group being monocyclic or polycyclic and in
addition optionally being substituted by a (C1-C6) alkyl group, by one or
more halogen atom(s) or by a (C1-C6) alkoxy group,            a
heterocycloalkyl group optionally substituted by a (C1-C6) alkyl group, 20
a (C1-C6) alkyl group optionally substituted by: - one or more halogen
atom(s),        - an aryl group which can be substituted by one or more
halogen atom(s) or by one or more hydroxyl group(s),  a heteroaryl group,
25- one or more hydroxyl group(s) which can be substituted by an aryl group
itself optionally substituted by one or more halogen atom(s), or         a
heterocycloalkyl group optionally substituted by a CO(0)Ra group or by a
(C1-C6) alkyl group, with Ra as defined above,  a -C(0)NRbRc group, with Rb
and Rc as defined below, 30 a -C(0)0Rc group or an -0-C(0)0Rc group, with
Rc as defined below, 



a (C1-C6) alkoxy group, optionally substituted by  an aminoalkyl group, -
an aminocycloalkyl group, - a cycloalkyl group, 35- a heterocycloalkyl
group,  a monocyclic or polycyclic heteroaryl group,  one or more hydroxyl
group(s),  WO 2010/109148PCT/FR2010/050549 132 - one or more halogen
atom(s), - a (C1-C6) alkoxy group,  a -C(0)0Rc group, with Re as defined
below, - a -C(0)NRbRc group, with Rb and Re as defined below, 5- an oxo
group, and/or         an aryl group, itself optionally substituted by one
or more halogen atom(s), a cyano group, a (C1-C6) alkoxy group, an
-0-haloalkyl group and/or a haloalkyl group,            an -0-cycloalkyl
group, an -0-aryl group or an -0-heterocycloalkyl group, each 10 optionally
substituted by        - an aryl group, itself optionally substituted by one
or more halogen atom(s) or by a (C1-C6) alkyl group,  an oxo group,  one or
more halogen atom(s), and/or 15- a (Ci-C6) alkyl group, which can itself be
substituted by an aryl group and/or an oxo group,  an -NH-CO-NH-aryl group,
an -NH-CO-NH-heteroaryl group or an -NH-CO- NH-(C1-C6) alkyl group, each
optionally being substituted by one or more halogen     atom(s), by a cyano
group, by a nitro group, by one or more hydroxyl group(s) or by a 20
(C1-C6) alkoxy group,         an -N-(C1-C6) alkyl group, it being possible
for the (C1-C6) alkyl group to be substituted by  one or more oxo group(s),
and/or                   one or more aryl group(s) optionally substituted
by one or more halogen 25atom(s) and/or by an SO2 group, 



an -NH-CO-aryl group or an -NH-CO-heteroaryl group, each optionally being
substituted by one or more halogen atom(s);   or else R3 forms, with A, a
polycyclic heteroaryl group optionally substituted by a (C1-C6) 30 alkoxy
group or a (C1-C6) alkyl group optionally substituted by an aryl group
which can itself be substituted by one or more halogen atom(s); R.
represents a hydrogen atom, an oxo group or a (C1-C6) alkyl group; 35- Rb
represents:  a hydrogen atom, . a (C1-C6) alkyl group optionally
substituted by one or more halogen atom(s), by  WO
2010/109148PCT/FR2010/050549 133 one or more hydroxyl, cyano, amino,
heterocycloalkyl or (C1-C6) alkoxy group(s) or by an aryl group optionally
substituted by one or more halogen atom(s),  a (C3-C6) cycloalkyl group,  a
(C2-C6) alkynyl group, 5. a (C1-C6) alkoxy group,  an aryl group optionally
substituted by one or more halogen atom(s);        - Rc represents a
hydrogen atom or a (C1-C6) alkyl group optionally substituted by one or
more halogen atom(s); 10 or then Rb and Re form, together with the nitrogen
atom to which they are attached, a polycyclic heteroaryl group or a
heterocycloalkyl group;               m and n represent, independently of
one another, the value 0, 1 or 2, it being 15 understood that m+n5_3;
p and p' represent, independently of one another, the value 1, 2 or 3, it
being understood that, when p is greater than or equal to 2, then the R2
groups are on separate carbon atoms and can be different from one another
and, when p' is greater than or 20 equal to 2, then the R3 groups are on
separate carbon atoms and can be different from one another;           q
represents the value 0 or 2, it being understood that, when q = 0, then the
nitrogenous heterocyclic group attached to the nitrogen situated in the 1
position of the 25 2,4-dioxo-1,2,3,4-tetrahydroquinazoline ring system is
no longer bridged and is of the type:  with R1, Ra, m and n as defined
above, - r represents the value 0 or 1; 30 in the form of the base or of an
addition salt with an acid; in the treatment and/or prevention of
disorder(s) related to the central nervous  



WO 2010/109148PCT/FR2010/050549 134 system and/or related to the peripheral
nervous system, the said disorder(s) being advantageously chosen from
psychiatric disorders and neurological disorders.        21. Compound
according to the preceding claim, characterized in that it is defined
according to any one of Claims 9 to 19. 








